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Sequence-derived structural and physicochemical descriptors have frequently been used 
in machine learning prediction of protein functional families; there is thus a need to 
comparatively evaluate the effectiveness of these descriptor-sets by using the same 
method and parameter optimization algorithm, and to examine whether the combined use 
of these descriptor-sets help to improve predictive performance. Six individual 
descriptor-sets and four combination-sets were evaluated in support vector machines 
(SVM) prediction of six protein functional families. While there is no overwhelmingly 
favourable choice of descriptor-sets, certain trends were found. The combination-sets 
tend to give slightly but consistently higher MCC values and thus overall best 
performance; in particular, three out of four combination-sets show slightly better 
performance compared to one out of six individual descriptor-sets. This study suggests 
that currently used descriptor-sets are generally useful for classifying proteins and that 
prediction performance may be enhanced by exploring combinations of descriptors.  
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 One of the more challenging and unsolved problems in current proteomics is that 
of protein functional prediction, and increasingly, various machine learning approaches 
are utilized towards solving this problem. The first section (Sec. 1.1) gives an overview of 
the biological problem and considers the various computational approaches, with a focus 
on machine learning methods. The second section (Sec. 1.2) introduces various machine 
learning approaches, and the last section (Sec. 1.3) gives the motivation and objective for 
this thesis. 
 
1.1  Application of Machine Learning in Protein Functional Family 
Prediction 
 
1.1.1 Biological importance of protein functional prediction 
Proteins are involved in all of the processes that regulate the functional cycles of living 
organisms, performing a plethora of critical processes such as catalysis of biochemical 
reactions, transport of nutrients, recognition and transmission of signals. Thus, 
knowledge of protein function and interaction with other biomolecules is essential in a 
more fundamental understanding of biological phenomena such as gene regulation, 
disease pathology [1, 2], and cellular processes [3–6]. Though the genomes of over a 
hundred organisms are now known, the number of experimentally characterized proteins 
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lags far behind as traditional experimental techniques in determining protein structure and 
function such as X-ray diffraction or nuclear magnetic resonance methods, which remain 
difficult, costly and laborious; certainly they do not scale up to current sequencing speeds 
[7–10]. In addition, protein interactions and their native environments are highly complex 
and specific, which can make it difficult to replicate in the laboratory. As the sequencing 
of a growing number of genomes is completed, the gap between the flood of sequence 
information and their functional characterization is increasing rapidly [11, 12]. In current 
databases and sequencing projects, about 30% of proteins do not resemble any known 
sequence and have no assigned structure or function; another 20% were found to be 
homologous to a known sequence whose structure or function, or both, is largely 
unknown [10]. Computational biology is central in bridging this gap and the prediction of 
both protein structure and function are core unsolved problems in this area [13–18].  
 
 The prediction of protein function is the focus of many current studies; querying 
MEDLINE [19] with ‘predict protein function’ retrieves over 1000 papers from one year, 
of which the overwhelming majority describes single-case studies in which tools are 
combined in efforts to predict aspects of function for a particular protein or protein family 
[20].1 The authors found that the most successful approaches tend to combine artificial 
intelligence tools such as neural networks (NN) and support vector machines (SVM) with 
evolutionary information derived from multiple alignments and aspects of protein 
structure. Commonly used computational methods can be broadly divided into sequence-
based approaches, structure-based approaches and statistical learning approaches — most 
                                                 
1 The paper by Rost et al. was dated 2003. A latest MEDLINE query accessed 12 June 2007 retrieved 2279 
papers in 2006 with the same query terms, 2132 papers in 2005, and 1841 papers in 2004. 
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successful approaches are based on machine learning approaches such as SVM, which 
have been applied in a large number of applications such as computational gene finding 
[21], prediction of DNA active sites, sequence clustering and analysis of gene expression 
data [22]. 
 
1.1.2 The case for computational approaches 
As mentioned earlier, with the vast amount of biological information being generated, it 
is inefficient, or even impossible, to rely only on human analysis; even the highly 
experimentally annotated Caenorhabditis elegans ORFeome was significantly enriched 
by computational gene predictions [23]. Moreover, there are problems that cannot be 
tackled with traditional experimental approaches; hence, we would have to turn to 
computational approaches.  
 
Sequence-based approaches 
Studies have shown a distinct relationship between functional similarity and sequence 
similarity [24] — this fact constitutes the basis of sequence-based approaches. For 
example, Pawlowski et al. [25] examined the EC enzyme classification and found a good 
correlation between sequence and functional similarity, and Ahmad et al. [26] found 
sequence composition to be sufficient in predicting binding site predictions with good 
accuracies.  
 
 Sequence-based methods include such as homology searching, clustering and 
pattern identification; the most common is sequence alignment. These methods hinge on 
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the tenet that proteins that are similar in sequence are more likely to be similar in 
structure and function, thus, they attempt to identify pairs of homologous proteins that 
share, because of common ancestry, similar structure and/or function.  
 
 In sequence alignment methods, sequences of the unknown function protein are 
aligned with sequences of known function proteins at various levels of identities; from 
the level of sequence similarity, the potential function of the unknown function protein 
can then be estimated. The Needleman–Wunsch algorithm was proposed in 1970 [9] to 
solve global pairwise sequence alignment, and the Smith–Waterman algorithm was 
introduced in 1981 [27] to find related regions within sequences. The emphasis of 
pairwise sequence alignment methods is on finding the best-matching piecewise local or 
global alignments of sequences, however, these dynamic programming algorithms are 
inefficient when applied to a large sequence database. Lipman and Pearson proposed the 
FASTA algorithm in 1985 [28], and this was later superseded by the BLAST algorithm in 
1990 [29], which has since grown in popularity to become one of the most widely used 
bioinformatics program; the Institute for Scientific Information’s Web of Science has 
reported that the original paper by Altschul et al. [30] was the most third highly cited 
paper published in the past two decades [31] and the most highly cited in the 1990s [32], 
underscoring the rising importance of bioinformatics research. Unlike dynamic 
programming algorithms, the FASTA and BLAST algorithms do not aim to optimize 
alignments between sequences but instead rely on heuristic strategies to find approximate 
solutions — the BLAST algorithm, which gave a good balance between computational 
speed and sensitivity, approximates the Smith–Waterman algorithm, and though it is 
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slightly less accurate than Smith–Waterman, it is over 50 times faster. PSI-BLAST 
("Position Specific Iterated" BLAST), introduced in 1998, is an improvement upon the 
original BLAST and iteratively search protein databases for multiple alignments in order 
to find distant relatives and identify weak but biologically relevant similarities [33].  
 
 It is commonly observed in the literature that some regions within protein 
sequences are crucial for function and are thus better conserved among homologs as 
compared to surrounding regions [34, 35].  This led to the development of motif libraries 
such as Motifs [36] and Prosite [37], which catalog patterns repeatedly recurring in 
protein sequences. 
 
 However, there are drawbacks to a sequence-based approach. Not all homologous 
proteins have analogous functions [38]. Proteins with high sequence identity can fold into 
two different structures, hence giving different functionalities [39], and proteins with 
more than 30% sequence identity can adopt the same fold structures [40, 41]. In the 
absence of sequence similarities, particularly for proteins that are distantly related, this 
homology criterion becomes increasingly difficult to formulate [42]. It is also important 
to be aware of certain limitations and caveats when applying sequence alignment 
methods. Correlations thresholds between sequence similarity and functional similarity 
are a fundamental concern to groups utilizing sequence-based methods. In one study, 
Wilson et al. found that for pairs of domain that contain the same fold, precise function is 
usually conserved for sequence identity over 40%, approximately, and functional class is 
conserved for identity over 25% [43]. Generally, pairwise sequence identity is considered 
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high for alignments greater than 40%, and Doolittle has coined the term ‘twilight zone’ to 
describe the region with 20–30% identity as methods often fail to correctly align protein 
pairs in this range.  
 
 To complicate matters, the functional annotation of genomes remains an issue of 
contention [44–46] — Devos and Valencia found that up to 30% of the annotations might 
be erroneous [47] and Brenner reported that 8% of the annotations of the Mycoplasma 
genitalium genome in three published papers were in serious disagreement [48]. Thus, it 
is important to be aware of possible erroneous functional annotations that could have 
been introduced by the standard function prediction practice during the initial analysis. 
 
Structure-based approaches 
If sequence-based approaches can be thought of as utilizing one-dimensional information, 
then analogously, structure-based approaches rely on the analysis of two- and three-
dimensional protein structures, under the assumption that proteins with similar structure 
have similar functions. Studies have found that proteins with similar sequences do adopt 
similar structures [49–52]; in fact, most protein pairs with more than 30% identity were 
found to be structurally similar [41]. Most sequence-based methods are based on the 
premise that there is an evolutionary relationship between sequences, thus, because 
structure is more conserved than sequence, structural information should enhance protein 
function prediction [53]. Families with low sequence identities (<30%) and yet have 
similar structural and functional characteristics are considered to possibly posses a 
common evolutionary origin, and such families are grouped into a superfamily [54]. Rost 
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et al. [20] have found that most successful approaches tend to contain evolutionary 
information derived from multiple alignments and aspects of protein structure.  
 
 In contrast to the effectiveness of sequence-based methods, structure alignment 
methods have uncovered homologous protein pairs with less than 10% pairwise sequence 
identity [55–57], and Rost [58] concluded that most similar protein structure pairs appear 
to have less than 12% pairwise sequence identity. Levitt and Gerstein [59] have found 
that structural comparison of protein pairs is able to detect approximately twice as many 
distant relationships as sequence comparison at the same error rate.  
 
 From shared protein folds, the function of an unknown protein could be deduced 
from existing structure-function knowledge of known proteins [60], and homology 
modelling approaches have been successfully implemented in this manner, by scanning 
new structures against a profile library [61–64]. The main limitation of this method is the 
restriction of sequence variation in the templates in the profile library. There are other 
drawbacks as well: (i) Knowledge of protein structures is necessary, and the gap between 
the number of sequences known and solved structures is increasingly rapidly to the extent 
that it becomes a serious limitation to the application of structure-based methods for 
predicting protein function — till now, the protein folding problem remains largely 
unsolved. Experimental methods to determine protein structures are time-consuming and 
have their own limitations, which in turn limits structure-based approaches [54, 65, 66]. 
Ab initio fold prediction methods can be applied to fill this gap, but they are 
computationally expensive and not as accurate [67]. (ii) Structure-based methods on their 
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own, without considering sequence similarity, are not very reliable [68–71]. (iii) 
Moreover, even if a group of proteins share a domain, it does not necessarily imply that 
these proteins have the same functionality [72, 73], for there are proteins with similar 
folds but no apparent sequence similarity, such collicins and globins [74].  
 
Machine learning-based approaches 
One restriction of sequence- and structure-based methods is that they require a certain 
level of similarity to exist (in sequence or structure). Also known as statistical learning 
approaches, the machine learning-based approaches are alternative methods that are not 
limited by this restriction, and while machine learning methods range from simple 
calculation of averages to the construction of complex models such as Bayesian 
networks, it is the latter end of the spectrum we are interested in for the purpose of this 
work, which includes methods such as naïve Bayes, C4.5 decision trees (DT), neural 
networks (NN) and support vector machines (SVM) [75]. Machine learning approaches 
aim to extract information from data through a process of training from examples. A 
certain number of representative examples, formed of positive samples from that specific 
functional class and negative samples of proteins outside of that functional class, are 
required to train a predictive model. Details of the theory as well as common methods 
will be elaborated in the subsequent section (Sec. 1.2). 
 
 There are advantages to a machine learning-based approach over the sequence- 
and structure-based approaches. For one, knowledge of the protein structure is not 
required, thus, these methods could be applied to cases in which the protein structure is 
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unknown or uncertain (highly flexible). Secondly, if the training samples are properly 
chosen and diverse, the predicted proteins will be more diverse as well. Thirdly, sequence 
similarity is not a requirement as some of these approaches are capable of utilizing only 
sequence-derived information.  
 
 However, there are still limitations to a purely statistical approach, for example, 
the ab initio prediction accuracy of tertiary structure from sequence alone remains 
unsatisfactory [76, 77], though interestingly, the best methods for protein secondary 
structure prediction are based on NN and SVM [78]. Furthermore, statistical approaches 
require accurate and sufficient training data, thus these methods are not applicable to 
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1.2 Introduction to Machine Learning 
 
To take current definitions, machine learning is an area of artificial intelligence 
concerned with the development of techniques that allow computers to optimize a 
performance criterion using example data or past experiences [79]. The goal of machine 
learning is to extract useful information from data by building good probabilistic models, 
mimicking the human reasoning process [80]. Numerous algorithms have been developed 
and applied to a surprisingly wide variety of tasks, from engineering and science to 
business and commerce. There are several reasons why machine learning is important, for 
example, the ability to learn is a hallmark of intelligent behavior, so any attempt to 
understand intelligence as a phenomenon might help us to understand how animals and 
humans learn [81]. However, more pertinent to biological problems, there are other 
important reasons as well: (i) Some tasks cannot be defined well except by examples, for 
instance, input/output pairs might be specified exactly but not a concise relationship 
between input and output. Machine learning algorithms might be able to, given a large 
training dataset, produce a suitably constrained input/output function that approximates 
the implicit relationship. (ii) There could be important relationships and correlations 
masked within large volumes of data. Data mining algorithms attempt to extract these 
relationships. (iii) Often, the specifics of the intended working environment might not be 
completely known at the time of design, and machine learning methods can be used to 
refine performance. In this manner, machines can also be exported to different 
environments and optimized as well. Also, environments might change over time, and 
constant redesign is inefficient. (iv) The amount of data might be too large for explicit 
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coding by humans, for instance, as more and more genomes are sequenced. (v) And 
finally, learning provides a potential methodology for building high-performance systems 
[81, 82]. The application of machine learning is particularly important in areas where 
there is a large amount of data but little theory [22], such as bioinformatics.   
 
 The problem of protein family recognition studied in this work is essentially a 
problem of machine learning pattern recognition, though pattern recognition methods 
have found applications in diverse areas from data-mining, document classification and 
biometrics to financial forecasting.  In particular, pattern recognition methods have 
recently gained increasing importance in bioinformatics in problems such as gene 
identification and protein differentiation. To define, pattern recognition is the study of 
how machines can observe the environment, learn to differentiate patterns of interest 
from their background, and make logical decisions about the categories of these patterns 
[83]. However, what constitutes a pattern? With reference to bioinformatics, a pattern 
may be a motif or a fingerprint, a particular sequence of amino acids or a specific set of 
physicochemical properties.  In this study, amino acid sequences are represented as 
descriptors of various properties, and their recognition and classification are carried out 
by a machine learning algorithm. 
 
1.2.1 Components of machine learning 
A machine learning system essentially involves three main components, the choices of 
which are dictated by the problem domain: (i) data acquisition and pre-processing; (ii) 
data representation; and (iii) decision making or hypothesis. The problem should be well-
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defined and sufficiently constrained (small intra-class variations and large inter-class 
variations), the data representation should be concise and the decision-making strategy 
simple [83]. Common issues regarding data and classifier are outlined below, while data 
representation — the main focus of this work — is introduced in greater detail in Sec. 
1.3. 
 
 Most of the issues to consider in machine learning revolve around the data and 
choice of classifier. The data set should be sufficiently large and, as far as possible, 
balanced [84]. Many learning algorithms assume that the goal is to maximize accuracy 
and that the classifier will operate on data drawn from the same distribution as the 
training data; however, with these assumptions, if the data is unbalanced, unsatisfactory 
classifiers will be produced as training will be skewed towards the majority class. 
Fortunately, there are methods to deal with imbalanced data [85, 86]. Another issue is 
that of optimal complexity. Many methods suffer from underfitting or overfitting the 
data: underfitting occurs when the algorithm used does not have the capacity to express 
the variability in the data, while in overfitting, the algorithm has ‘too much capacity’ and 
therefore also ‘fits’ in noise present in the data. The cause for under- and overfitting 
depends on the complexity with which the model allows to express the variability in the 
data — if too much complexity is allowed, the variability due to noise is worked in as 
well; however, if the complexity is too low, the model will not be able to adequately 
represent the diversity of the data. Overfitting or underfitting also depends on the size of 
the training set — with small training sets, large deviations are possible and thus 
overfitting might occur [87]. 
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 As for the classifier, the machine learning algorithm should also have good 
predictive accuracy and robustness. It should also be reasonable fast and not require too 
much computational space. Linear classifiers are generally more robust than their non-
linear counterparts as they have less free parameters to tune and are thus less prone to 
overfitting. Linear classifiers are also less affected by outliers or noise as compared to 
non-linear methods. The influence of outliers or noise can be tempered with methods 
such as regularization [88, 89]. Though a ‘simple’, i.e. linear, function that explains most 
of the data is generally preferable to non-linear functions that explain all of the data 
(Occam’s razor), many practical problems are intrinsically non-linear in nature. In such a 
situation, a linear classifier in the appropriate kernel feature space, for example SVM, 
works well. Another desirable feature in machine learning algorithms is that of good 
generalization properties (good generalization refers to the model’s ability to predict 
unseen data based on known learning data).  
 
1.2.3 Categories of machine learning 
Machine learning can be categorized based on the dataset. If the data used for learning is 
labeled, the problem becomes one of supervised learning, where the true label is known 
for a given set of data. Examples of such methods include kNN and SVM. If the labels 
are not known, then the problem is one of unsupervised learning, in which the aim is to 
characterize the structure of the data, for example by identifying groups of examples 
within the dataset that are collectively similar to each other (small intra-class distance) 
and distinct form other data (large inter-class distance). In other words, in supervised 
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learning, the classes are defined by the users or the system designer; but in unsupervised 
learning, the classes are learned based on the similarity of patterns. In supervised 
learning, the training data include training input and desired output and the task of the 
machine is to predict the value after being trained by the input samples. In contrast, there 
is no a priori output in unsupervised learning. All of the training examples are considered 
a set of random variables and treated evenly, and the model does not have any advance 
‘preconception’ of the correct or incorrect answers. Furthermore, if the labels are 
categorical, the problem becomes that of classification; if the labels are continuously-
valued, the problem is that of regression [10, 75, 83].  
 
1.2.3 Overview and comparison of common machine learning algorithms   
 
Decision trees 
The decision tree (DT) [90–92] is one of the most popular machine learning algorithms 
and is often used in data mining and pattern recognition applications. It is used to identify 
the strategy most likely to reach a defined goal — which is to predict a category given an 
event — and compared to many of the other methods introduced in the succeeding 
subsections, it is simple to construct and efficient. A DT classifier separates the labeled 
points of the training data using hyperplanes that are perpendicular to one axis and 
parallel to all other axes, via a greedy algorithm that iteratively selects a partition whose 
entropy is greater than a given threshold, and then splits the partition to minimize this 
entropy by adding a hyperplane through it [93].  
 














Decision node Leaf node Key: 
 
Figure 1: Example of a simple decision tree classification. 
 
 Given an instance of an object or situation, which is specified by a set of 
properties or attributes, the DT will return a ‘yes’ or ‘no’ decision about that instance. In 
other words, a DT is equivalent to a set of ‘if-then’ rules. DTs generate a series of rules 
from the training input samples, which are applied to the classification of unknown 
samples. These rules are linked in a tree structure, starting from the topmost node or root. 
Each node branches out into multiple nodes, and every decision at a node determines the 
direction of the next node movement, i.e. each leaf node is a Boolean classifier for that 
input instance. In this way, an optimal path is traced through the tree recursively until the 
bottommost node is reached. The DT is built top-down using recursive partitioning and it 
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should be: (i) consistent with the training data; and (ii) simple, in accordance with 
Occam’s Razor. In simpler DTs, each node is usually based on more data and hence is 
more reliable. However, fully consistent DTs tend to over-generalize, especially if the DT 
is big or if there is not much training data, thus, there is a trade-off between full 
consistency and compactness — larger DTs can be more consistent but smaller DTs 
generalize better. The main aim of the DT algorithm is to select the attribute that contains 
the most information at each decision, i.e. the greatest improvement to the prediction 
accuracy [79, 92]. To achieve this, statistical properties such as information gain or 
information gain ratio are defined so as to quantitatively measure how well a given 
attribute separates the training samples according to their target classification.  
 
 The main advantages of DT are its speed and, in particular, its perspicuity (the 
ease with which the algorithm and its representation can be understood). With a DT, it is 
possible to interpret the decision rule in terms of individual features, i.e. the rules are 
human interpretable and can provide insights into the problem domains. This algorithm is 
good for tasks such as classification or predicting outcomes, or when the goal is 
assignment of a query to a few broad categories. Disadvantages with DTs include 
problems with sparse data and overfitting, moreover, DTs are not able to directly 
combine information about different features. Construction of the tree continues until all 
of the training examples are classified, however, noise or erroneous data are often 
present, leading to overfitting [79]. Overfitting may be alleviated by modifying the 
stopping criteria or by pruning the tree. There are numerous algorithms, depending on the 
level of interpretability desired, though C4.5 is the most popular choice [92].  
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k-nearest neighbors  
Nearest-neighbor (NN) models date back at least to 1951 and have been a standard 
method in statistics and pattern recognition, where it is one of the oldest and simplest 
methods for performing general, non-parametric classification [94, 95]. The basis of the 
NN classifier is to choose the class of the nearest example in the training set, as measured 
by a distance metric, when classifying an unknown query. The k-nearest neighbors (kNN) 
is an extension of this idea, where the most common class of k nearest neighbors is 
chosen to classify the unknown query instead. kNN falls under what is known as 
instance-based learning programs, which learns by storing examples as points in a feature 
space and requires some means of measuring distance between examples [96]; kNN is 
also known as lazy learning, where the function is only approximated locally and all 
computation is deferred until classification. Instance-based methods have been applied to 
problems such as prediction of cancer recurrence, diagnosis of heart disease, prediction of 
protein secondary structure and prediction of DNA promoter sequences, and have been 
shown to compare favorable to other algorithms such as DTs on a wide range of domains 
in which feature values were either numeric or binary [96–98].  
 
 The kNN algorithm is fairly straightforward: the training examples are 
represented as vectors in a multidimensional feature space, which is partitioned into 
regions by the locations and class labels of the training samples. A query instance is then 
assigned to the class that is the most frequent class label among the k nearest neighbors. 
Thus, there are two components to the kNN algorithm: the similarity measure 
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(determination of neighbors), and the query assignment. The similarity between two 
points can be determined in several ways; the Euclidean distance is the most often used. 
Another important parameter to consider is the value of k. The best choice of k depends 
on the data; generally, larger k values reduce the effect of noise on the classification but 
make the boundaries between classes less distinct as the larger classes will overwhelm the 
smaller ones. However, one advantage of the kNN algorithm is that it is able to learn 
from a large training set, thus if k is set too small, the training model may not benefit 
from the large training set. The value of k should be greater than one (when k=1, this 
becomes the nearest neighbor algorithm) but less than N, where N is the size of the entire 
dataset; Dasarathy found that the ideal value of k is usually less than N  [99], though the 
value of k in practice usually has to be estimated by cross-validation and then optimized 
through trial and error.  
 
 The main advantages of the kNN algorithm are its conceptual simplicity and its 
computational efficiency relative to other methods such as neural networks [79], and is a 
good choice when simplicity and accuracy are the predominant issues. Though simple, 
the algorithm returns good results and is used in numerous applications [100–103]. kNN 
is particularly suitable in cases where the training data set is very large and the dimension 
of the training vector is small (less than 20) [104], or when the training set is continually 
changing. Often, kNN is often used to pre-process data before applying more complicated 
methods. The performance of the nearest neighbor algorithm is also robust; as the amount 
of data approaches infinity, the kNN algorithm is guaranteed to approach the Bayes error 
rate, which is the minimum achievable error rate given the distribution of the data, for 
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some value of k, where k increases as a function of the number of data points [99]. 
Moreover, kNN can also be applied to datasets of continuous variables. However, the 
prediction accuracy of kNN can be badly affected by noise or irrelevant features, or if the 
feature scales are not consistent with their importance as the similarity measure considers 
all attributes from all training examples, thus, the selection or scaling of features to 
improve classification performance is an important research question [99].  
 
Figure 2: Example of a simple k Nearest Neighbour classification. 
 
 In Fig. 2, the query instance (shaded circle) will be classified as a square if k is 
small; on the other hand, it will be classified as a triangle if k is large. 
 
Neural networks 
Also sometimes known as artificial neural networks, a neural network (NN) is a linked 
group of simple processing element known as neurons that uses a mathematical model to 
process information based on a connectionist approach to computation. However, though 
these networks are called ‘neural’ in the sense that they were inspired by neuroscience 
and designed to emulate the central nervous system, they are not exact models of biologic 
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neural or cognitive phenomena, but instead tend to be more closely related to traditional 
mathematical and/or statistical models such as optimization algorithms and statistical 
regression models [105].  
 
 The concept of neural network dates back to 1957, when psychologist Frank 
Rosenblatt proposed a family of theoretical and experimental neural network models 
called perceptrons, which eventually set the foundations for important neural network 
models used today; this initial model of a learning machine marked the start of 
mathematical analysis of learning processes. Most crucially, the perceptron could learn, 
which was the breakthrough to pioneer today’s current neural network technologies. A 
perceptron is, simply, a connected network that simulates an associative memory. 
Composed of an input layer and output layer of nodes, each of which are fully connected 
to the other with adjustable weights, this network will produce an output. The adjustment 
of the weights to produce a particular desired output is called ‘training’ the network and 
this is the mechanism that allows the network to learn [106, 107]. That early theory of 
perceptrons has its limitations but it sets the basis for future works, such as multi-layer 
networks. The basis of any modern neural network algorithm remains to incrementally 
adjust the network weights so as to improve a predefined performance measure over time, 
analogous to an optimization process. In other words, the learning process can be thought 
of as a ‘search’ in a multidimensional parameter (weight) space for a solution, which 
gradually optimizes a specified objective function or criterion. Learning can be 
supervised, in which the weights are gradually synthesized and updated until each input 
pattern or signal approaches its associated desired target pattern, or unsupervised, in 
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which some criterion or performance function is optimized until the weights and outputs 
of the network converge to representations that capture the statistical regularities of the 
input data. It is this adaptive or learning characteristic that makes these neural networks 
appealing in application domains where one has little or incomplete understanding of the 
problem to be solved but where training data is readily available. Neural networks have 
been applied to a wide array of problems including pattern classification, clustering 
[105], drug discovery [108], protein structure prediction [109] and protein function 
prediction [110]. 
 
 Another key advantage of neural networks lies in their intrinsic parallelism, which 
allows for fast computation when these networks are implemented on parallel 
architectures [105]. Neural nets can also be extremely robust, if optimized well. They 
perform well on multivariate, non-linear domains, where other methods such as decision 
trees or rule induction system tend to falter [111].  
 
 There are significant disadvantages to using neural networks. Most neural net 
learning algorithms require significantly more time for training than other machine 
learning methods. Training is normally performed by repeatedly presenting the network 
with instances from a training set, and allowing it gradually to converge on the best set of 
weights for the task. For example, the training time for back-propagation, the most 
widely used neural net algorithm, is many orders of magnitude (102–104) greater than the 
training time for simpler algorithms such as ID3 [112–114]. Another important drawback 
of neural networks is that the model is implicit, hidden in the network structure and 
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optimized weights between the nodes. The individual relations between the input and 
output variables are not developed using an analytical basis so the model tends to be a 
black box [115, 116]. 
 
 
Figure 3: Example of a simple neural network. 
 
Support vector machines 
Support vector machines (SVM), which first proposed in the 1990s [117], fall under the 
umbrella of supervised machine learning methods of linear classifiers, which are used for 
binary classification (pattern recognition) and regression (real valued function 
approximation). SVM are called discriminatory approaches because they learn from the 
discrimination boundary; this is in contrast to learning a model for each class, for 
example, Bayesian classification, which is known as a generative approach. They have 
proven to be effective in diverse tasks from text categorization [118] and natural language 
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expression analysis [121], protein secondary structure prediction [122], protein-protein 
interaction prediction [123] and protein functional class prediction [7–9]. These studies 
have demonstrated that SVM is consistently superior to other supervised learning 
methods [7, 121, 124, 125]. 
 
 Based on the structural risk minimization (SRM) principle from statistical 
The primary advantage of SVM is that of good generalization; a theorem from 
learning theory (SLT) [126], SVM is a supervised learning classifier that maps data from 
feature vector space (input) to a higher dimensional class label space (output). Where 
classical statistics deal with large sample size problems, statistical learning theory is the 
first theory that is able to address also small sample learning problems. In this higher 
dimensional space, mathematical functions called kernel functions can be used to 
separate the two sample classes, and the goal of SVM is to select the optimal separating 
hyperplane. Details of SVM theory and mathematics can be found in Sec 2.1.  
 
 
SLT states that the choice of the maximum margin hyperplane (maximizing the margin of 
the training set) will minimize the generalization error, provided that the data is well-
behaved [127]. Thus, SVM avoids the problem of overfitting in high dimensional space. 
They are also able to deal with data of very high dimensionality and are able to ignore 
irrelevant dimensions. Unlike DTs, SVM is able to rank properties. This ability to rank, 
as compared to classification alone, allows the generation of smaller output sets with 
higher relevance [93]. Another important advantageous property of the SVM algorithm is 
that it will definitely converge on a global solution because training an SVM amounts to 
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solving a convex quadratic programming problem, which also means that even if the 
solution is not unique, the set of global solutions is convex, and if the objective function 
is strictly convex, the solution is guaranteed to be unique [128, 129].  This means that 
SVM training will always find a global solution, as compared to neural networks, where 
many local minima usually exist. The SVM algorithm can also be extended to cope with 
noise in the training set and with multiple classes [130]. Linear classifiers are generally 
more robust, and a kernel-based method such as SVM means all of the advantages of 
linear classification (such as optimality) are maintained but the overall classification is 
non-linear in input space, since the feature and input space are non-linearly related, 
allowing classification to be performed on non-linear datasets [126].  
  
 The biggest limitation of the support vector approach lies in choice of the kernel. 
Once the kernel is decided, SVM classifiers have only one user-chosen parameter (the 
error penalty), but the kernel is a very big rug under which to sweep parameters. Work 
has been done on limiting kernels using prior knowledge [124, 131], but the best choice 
of kernel for a given problem is still a research issue. A second limitation is the (slow) 
speed and (huge) size of the SVM classifier, both in training and testing. While the speed 
problem in test phase is largely solved by Burges [124, 132], this still requires two 
training passes. Training for very large datasets (millions of support vectors) is an 
unsolved problem. Discrete data presents another problem, although excellent results 
have nevertheless been obtained with suitable rescaling [133]. Finally, SVM classifiers 
are intrinsically binary. They can be easily combined to handle a multiclass case, for 
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example, by training N one-versus-rest classifiers [134], however, an optimal design for 
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1.3 Thesis Focus: Efficacy of Descriptors in Protein Functional Family 
Prediction 
 
1.3.1 Role of descriptors 
One of the most important components of machine learning algorithms is the descriptor, 
or feature. (The two terms are sometimes used interchangeably in the literature parlance.) 
These descriptors serve to represent and distinguish proteins or peptides of different 
structural, functional and interaction profiles by exploring their distinguished features in 
compositions, correlations, and distributions of the constituent amino acids and their 
structural and physicochemical properties [7, 135–137]. Sequence-derived structural and 
physicochemical descriptors have frequently been used in the machine learning 
prediction of protein structural and functional classes [7–9, 135, 138–140], protein-
protein interactions [123, 137, 141], subcellular locations [142, 143] and peptide 
containing specific properties [138, 144].  
 
 In statistical pattern recognition, or classification, a pattern is represented by a set 
of d descriptors, giving a d-dimensional feature vector. Using statistical decision theory, 
decision boundaries between pattern classes are then established. As mentioned earlier, 
there are two parts to building a recognition model: training (learning) and testing 
(classification). In the training mode, feature extraction/selection is used to find the 
appropriate descriptors for representing the input patterns, and the classifier is trained to 
partition this feature space. In the testing mode, the trained classifier assigns the input 
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pattern to one of the pattern classes under consideration based on the measured features 
[83]. 
1.3.2 Types of descriptors 
There are many ways to classify descriptors. Commonly, they may be classified by their 
dimensionality, such as 1-, 2- and 3D descriptors that encode information on chemical 
composition (1D), topology (2D), and shape and functionality (3D), respectively [145, 
146]. Descriptors can also be classified as global, non-local and local, depending on the 
type of information they capture [147]; this is particularly useful when studying protein 
folding. They can also be classified by the type of information they encode, such as steric 
(molar refractivity), geometric (molecular surface area), electrostatic (charged polar 
surface area), and so on.  
 
 This study focuses on common individual and combinations of protein structural 
and physiochemical descriptors that can be derived from amino acid sequence: (i) 
composition descriptors; (ii) physicochemical and structural descriptors; (iii) 
autocorrelation descriptors, which describe the level of correlation between two objects 
(protein or peptide sequences) in terms of their specific structural or physicochemical 
property; and (iv) sequence order descriptors, which encode information about the amino 
acid distribution patterns of a specific physicochemical property along a protein or 
peptide sequence. Further details about each class of descriptors are given in Sec. 2.2. 
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1.3.3 Thesis motivation 
As protein functional prediction in supervised learning methods hinges upon the 
discriminative features that map a protein’s characteristics to structure or biological 
function, both the calculation and choice of descriptors are of fundamental importance. 
Many types of information may be extracted from sequence information; however, their 
relevance to the problem at hand is another matter. Inaccurate descriptors lower the 
prediction performance of the machine learning algorithm and non-informative features 
— even if they are accurate — add noise to the classification procedure, masking the 
information contained in the discriminating features [148]. There is thus a need to select 
descriptors. 
 
 There are also other reasons for the need to reduce the number of descriptors used. 
The choice of a classification algorithm depends on various factors, for example the 
amount of information available, however, no matter which classification algorithm is 
used, it must be trained using the available training samples. Thus, the performance of a 
classifier depends on both the number of training samples as well as the descriptors used 
to describe the samples. At the same time, the goal of building such a classification model 
is to recognize future test samples, which are likely to be different from the training 
samples; thus, optimizing a classifier to maximize its performance on the training set may 
not always result in a favorable prediction performance on a test set, a problem that is 
known as overtraining [127, 149]. Poor performance of a classification model in 
predicting test samples may be due to any of the following factors: (i) insufficient 
training samples; (ii) the number of descriptors is too large relative to the number of 
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training samples (curse of dimensionality) [150]; (iii) the number of unknown parameters 
associated with the classifier is too large; or (iv) overtraining [83].  
 
 Hence, the two main reasons for reducing the dimensionality of the input vector 
are computational cost and classification accuracy. The rationale for the former is 
evident; as for the latter, a smaller number of descriptors can alleviate the curse of 
dimensionality, particularly when the number of training samples is limited. However, a 
reduction in the number of descriptors may lead to a loss in discriminating ability and 
hence accuracy of the prediction model — the choice of descriptors is thus an important 
decision. Moreover, Watanabe has shown that it is possible to make two arbitrary patterns 
similar by encoding them with a sufficiently large number of redundant descriptors [151]. 
Therefore, the problem now lies in the selection of descriptors. 
 
 Descriptor selection or, as it is more commonly known, feature selection is a 
process commonly used in machine learning, whereby a subset that leads to the smallest 
classification error is chosen from a set of features or descriptors. Feature selection is 
sometimes necessary either because it is computationally infeasible to use all available 
features, or because of estimation problems that result when data samples are limited and 
yet the number of features is large (the so-called curse of dimensionality). With proteins, 
an additional complication may arise because of uncertainties in structural information. 
The objective of feature selection is three-fold: (i) improving the prediction performance 
of the predictors; (ii) providing faster and more cost-effective predictors; and (iii) 
providing a better understanding of the underlying process that generated the data. 
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 As of 1997, most problems under study often did not use more than 40 features. 
Since then, however, domains involving hundreds to tens of thousands of features are 
now common. For example, in gene selection from microarray data, in which the usual 
classification task is to separate healthy patients from the sick; while the number of 
patients (examples) usually number fewer than 100, the number of variables in the raw 
data ranges from 6000 to 60,000 [152]. 
 
 Note that there is a subtle difference between the terms feature extraction and 
feature selection, which are sometimes used interchangeably in the literature. Feature 
extraction algorithms create new features based on transformations or combinations of 
the original feature set, while feature selection algorithms aim to select the best subset of 
the input feature set, where the selected features retain their original physical 
interpretation. Feature extraction often precedes feature selection. Feature selection has 
two advantages over feature extraction: (i) it results in savings in computational cost 
since unnecessary features are discarded; and (ii) the selected features retain their original 
physical interpretation, which may be important for understanding the physical process 
that generates the discriminative patterns. On the other hand, even if the transformed 
features generated by feature extraction may not have a clear physical meaning, these 
transformed features may provide a better discriminative feature ability than the best set 
of selected features [83]. Though the focus of this work will lean more towards feature 
selection than extraction as the aim is to find descriptors that return the best performance, 
results from this study might be useful for future work on feature extraction as well.  
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 Descriptors are usually chosen based on intuition and/or chemical knowledge; 
however, the large variety of descriptors available makes the task of descriptors selection 
a complex issue. Important questions to consider include: How should descriptors be 
selected for different applications such as machine learning methods, docking or 
similarity searching? Which types of descriptors perform ‘best’; are there general 
preferences? Is there a universally preferred set of descriptors? Do complex descriptors 
perform better than simpler ones? What about combinations of descriptors? Selection of 
descriptors is often thus an arbitrary decision, for example based on favourable results 
reported by other researchers in the literature, or via a brute force method. However, the 
former may not be a reliable method as problem domains or classifiers may differ, and 
hence may not be directly applicable. Regarding the latter, feature selection methods can 
be extremely time-consuming, particularly for large datasets. For example, sequential 
backward selection (SBS), a common approach that removes one feature at a time until 
no improvement in the criterion function is obtained, scales on the order N2 [153]. 
Moreover, there is little transparency in feature selection methods, which work like a 
‘black box’; descriptors are not selected on an analytical basis but on how well they score 
on a cost function.  
 
 There has been a lot of work has been done on the performance of chemical 
descriptors [154–162]. Generally, researchers have found that there is no preferred set of 
chemical descriptors; instead, performance is highly dependent on application and 
dataset. In many cases, 2D descriptors, and in particular structural keys, are sufficient in 
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capturing differences between compounds. Moreover, combinations of a few selected 
descriptors perform better than all descriptors together, and combinations of a limited 
number of structural keys and 2D descriptors perform better than any combination of 
descriptors and the entire set of keys. In contrast, research on protein descriptors is more 
fledging and these works tend to focus on optimizing combinations of descriptor sets and 
predictive methods, or on the selection of best descriptors for a specific dataset [163–
165]. In summary, the importance of the role of descriptors in machine learning 
algorithms, the need to improve upon the selection of currently available descriptors and 
the lack of research especially pertaining to protein descriptors, all led to the motivation 
for this thesis. 
 
1.3.4 Research objective and scope  
As surmised from the preceding sections, there has been an increasing focus on the 
prediction of protein functional families, and particularly on using machine learning 
methods [20].  A review of the current literature showed that there have been no studies 
emphasizing a closer examination of various protein descriptor types in a manner 
independent of the problem domain, or one that objectively benchmarks various types of 
protein descriptors. Thus, there is a need to comparatively evaluate on a more 
fundamental level the effectiveness of commonly used descriptor sets for predicting 
different functional problems by using the same machine learning method and parameter 
optimization algorithm.   
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 SVM was chosen as the machine learning method for protein function family 
prediction because it is a popular method that has consistently been shown better 
performances than other machine learning methods [121, 166]. As this work is intended 
as a benchmarking study of the performance of various sets of descriptors, other than 
automatic optimization of results that is an integral part of the SVM programs, such as 
sigma value scanning, no further attempt was made to optimize the prediction 
performance of any descriptor class or of any dataset by manually tuning the parameters. 
Hence, prediction results reported in this work might differ from those in reported 
studies. As it would be impossible to study an exhaustive array of protein functional 
families, six diverse families were chosen instead to form the problem domains for this 
work. It should be emphasized that the performance evaluation for the studied descriptor 
sets are based only on these six datasets and the conclusions from this study might not be 
readily extended to other datasets. 
 
 In Sec. 2, methods used in this work will be introduced. The descriptor sets 
performance are presented and discussed in Sec. 3, and concluding comments as well as 
suggestions for future work are given in Sec. 4. 
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2  METHODOLOGY   
 
 In this section, the theory underlying support vector machine, the mathematical 
calculations behind the descriptors-sets and the computational method in which the 
datasets are generated, are explained. The descriptors can be computed online at the 
PROFEAT website (http://jing.cz3.nus.edu.sg/cgi-bin/prof/prof.cgi), which is available 
freely for non-commercial use.  
  
2.1 Support Vector Machines (SVM) 
 
2.1.1  Linear case 
In the simplest example, a two-dimensional grid of two types of data points that are 
separable linearly, SVM aims to draw a straight line so as to separate the two data classes 
(see Fig. 4). The training set is composed of n examples, represented as χ = {(x1, y1),…, 
(xn, yn)}, where the input xi ∈  RN is a vector in feature space and the output yi ∈  {−1, 1} 
denotes its class label. Suppose there exists a hyperplane that separates the positive from 
the negative samples (a ‘separating hyperplane’). The points xi that lie on the hyperplane 
satisfy wT · xi + b = 0, where w is a unit vector normal to the hyperplane and b is a 
parameter that minimizes the Euclidean norm ||w||2. 
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 The outputs yi is connected the inputs xi by the functional dependence, or the 
decision function, 
  
 ),()( bxwsignxf +><= , (1) 
 
where sign(u) = 1 if u > 0 and sign (u) = −1 if u ≤ 0. 
 
 Geometrically, the data points are divided into two regions in the output space: a 
region where the output yi takes the value 1 and a region where yi takes the value −1; and 
these two regions are separated by the hyperplane H. As shown in Fig. 5, there are a 
number of possibilities in which a hyperplane can separate the two classes, thus the 
objective of SVM is to choose the optimal plane. Assuming that all new data points lie 
somewhere near the training data, the hyperplane should be chosen such that small shifts 
in data do not produce fluctuations in prediction results; therefore, the hyperplane that 
separates the two classes with the largest margin is expected to produce the best 
generalization performance. This hyperplane is known as the Optimal Separating 
Hyperplane (OSH) [126, 130].  
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Figure 4: Finding a hyperplane to separate the positive and negative examples. 
Optimal Separating Hyperplane 
(OSH) 
Support vectors 
Other possible hyperplanes 
 
Figure 5: Optimal Separating Hyperplane (OSH). 
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 Now, the margin γi (w, b) of a training point xi is defined as the distance between 
H and xi
 )(),( bxwybw ii +⋅=γ , (2) 
and the margin of a set of vectors S = {x1, …, xn} is defined as the minimum distance 













γ  (3) 





 1≥+⋅ bxw i 1=iy  (positive class), 
1−≤+⋅ bxw i  for 1−=iy  (negative class), 
(4) 
(5) 
which can be combined into one set of inequalities 
 
 1)( ≥+⋅ bxwy ii  for i = 1, 2, …, n. (6) 
 
onsider the points for which the equality (4) holds; these points lie on the hyperplane C
H1: xi·w + b = 1, with normal w and perpendicular distance from the origin |1− b | || w ||. 
Similarly, the points for which Eq. (5) holds lie on the hyperplane H2: xi·w + t 
d
b = −1. Le
+ (d−) be the shortest distances from the separating hyperplane to the closest positive 
(negative) sample; d+ = d− = 1/||w||, and the margin is simply 2/||w||. Note that H1 and H2 
are parallel and that no training points fall between them. Thus, we can find the pair of 
hyperplanes that give the maximal margin (OSH) by minimizing ||w||2, subject the 
constraints (6). The training points that define these hyperplanes are known as support 
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vectors, as the removal of these points would change the solution. The OSH is, in fact, a 
linear combination of support vectors.  
 
 This optimization problem could be more efficiently solved by the Lagrange 
ethodm . With the introduction of Lagrangian multipliers αi (i = 1, … n), one for each of 













α . (7) 
 
o solve the above, we would have to minimize LP with respect to w and b, and T
simultaneously require that the derivatives of LP with respect to the multipliers αi vanish, 
subject to the constraints  αi ≥ 0. Requiring that the gradient of LP with respect to w and b 
vanish leads to  
 ∑=
i




yi yα . (9) 
Substituting the above into Eq. (7), we get  






αα . (10) 
This particular dual formulation of the problem is called the Wolfe dual [129].  
that the Lagrangians are given different labels: P for primal, D for dual. The solution can 
                                                
2 (Note
 
2 This is a convex (QP) problem, since the objective function is itself convex, and the points that satisfy the 
constraints C1 also form a convex set (any linear constraint defines a convex set, and a set of N 
simultaneous linear constraints defines the intersection of N convex sets, which is also a convex set). This 
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be found by minimizing LP or by maximizing LD.) The corresponding bias b0 can be 
calculated as 
 { })(max)(min1 xwxwb ⋅−⋅−=  . (11) 
2 0}1|{0}1|{0 yxyx −==
 
This quadratic programming (QP) problem can be solved efficiently through standard 
lgorithms such as sequential minimization optimization (SMO) [167] or decomposition 
th respect to αi, subject to constraints (9) and positivity of αi, and the 
a
algorithms [168]. 
 To sum, support vector training (for the linear separable case) amounts to 
maximizing LD wi
solution is given by (8). In the solution, the points for which αi > 0 are called the support 
vectors, and lie on one of the hyperplanes H1, H2. The support vectors are the most 
important elements in the training set; they lie closest to the decision boundary, and if all 
of the other training samples were removed, or moved around but not crossing H1 or H2, 
and the training was repeated, the same separating hyperplane would be found [124]. 
 
                                                                                                                                                 
means that the solution can be obtained by equivalently solving the following ‘dual’ problem: maximize LP, 
subject to the constraints that the gradients of LP with respect to w and b vanish, and subject also to the 
constraints αi ≥ 0.] 
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2.1.2 Non-linear case 
In reality, however, most problems are non-linear. By introducing a kernel technique, 
which maps the input data to a higher dimensional feature space (see Fig. 6), yielding a 
non-linear decision boundary in input space, a linear classifier can be applied. A vector in 
n dimensions can be plotted and classified by a hyperplane of n–1 dimensions. The kernel 
trick is a method to convert a linear classifier algorithm into a non-linear algorithm by 
using a non-linear function known as a kernel to map the input vectors into a higher 
dimensional space. This makes a linear classification in the new feature space equivalent 
to the non-linear classification in the original input space.  
Input space Feature space 
Kernel function 
  
Figure 6: A kernel trick.  
 Let Φ denote an implicit mapping function from the input space to the feature 
space F. The, all of the above equations are transformed when we substitute xi and the 
inner product in input space (xi, x) by Φ(xi) and the inner product kernel K(xi, x) 
respectively.  
The kernel function is written as 
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subject to the constraints  and α0=∑
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 In other words, the kernel technique transforms any algorithm that depends solely 
on the dot product between two vectors, replacing any dot product used with the kernel 
function. In this manner, a linear algorithm can be transformed into a non-linear 
algorithm. Note that the Φ function is never explicitly computed; this is important 
because it reduces the computational load and because the feature space may be infinitely 
dimensional, as is the case when the kernel is a Gaussian [169]. A function can be used as 
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a kernel function if and only if it satisfies Mercer’s condition [170].3 Well-known kernel 
functions include 
 Polynomial:  pzxzxk )1.,(),( +<=
 Sigmoid: ),tanh(),( δκ −><= zxzxk  








In this work, the RBF kernel is used as it is the most popular kernel [171].  
 
 
                                                 
3 Mercer’s condition states that there exists a mapping Φ and an expansion 
 if and only if, for any g(x) such that ∑ Φ⋅Φ=
i
iii yxxxK )()(),( ∫ dxxg 2)(  is finite, then 
. ∫ ≥ 0)()(),( dxdyygxgyxK
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2.2 Calculation of Descriptor-sets  
 
A total of ten descriptor-sets are examined in this work. The descriptors chosen as some 
commonly found in the literature, and can be computed from the PROFEAT server [136]  
 
 Six sets of individual descriptors and three combination-sets have been separately 
utilized in machine learning prediction of different protein functional and structural 
properties, all of which have shown impressive predictive performances [136, 172, 173]. 
The six individual sets are amino acid composition (Set D1) , dipeptide composition (Set 
D2) [27], Moreau–Broto autocorrelation (Set D3) [174, 175], Moran autocorrelation (Set 
D4) [176], Geary autocorrelation (Set D5) [177], and the composition, transition and 
distribution of structural physicochemical properties (Set D6) [139, 178]. The three 
combination-sets are quasi sequence order formed by weighted sums of amino acid 
compositions and physicochemical coupling correlations (Set D7) [142-144, 179], pseudo 
amino acid composition (PseAA) formed by weighted sums of amino acid compositions 
and physicochemical square correlations (Set D8) [172, 180], and the combination of 
amino acid and dipeptide compositions (Set D9) [27, 173]. Finally, we also consider a 
fourth combination-set that collects descriptor-sets D1 through D8 (Set D10). Details of 
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components Type Physicochemical properties Refs 
D1 Amino acid composition 1 20 
Sequence 
composition  
D2 Dipeptide composition 1 400 Sequence composition  




Hydrophobicity scale, average flexibility index, polarizability 
parameter, free energy of amino acid solution in water, residue 
accessible surface area, amino acid residue volume, steric parameters, 
relative mutability 
[174, 175] 




Hydrophobicity scale, average flexibility index, polarizability 
parameter, free energy of amino acid solution in water, residue 
accessible surface area, amino acid residue volume, steric parameters, 
relative mutability 
[176] 





Hydrophobicity scale, average flexibility index, polarizability 
parameter, free energy of amino acid solution in water, residue 












Hydrophobicity, Van der Waals volume, polarity, polarizability, 
charge, secondary structures, solvent accessibility 
[7, 8, 123, 137{Cui, 
2006 #64, 139, 140, 178, 
181]} 






Hydrophobicity, hydrophilicity, polarity, side-chain volume [142, 143] 







Hydrophobicity, hydrophilicity, side chain mass [172, 180] 
D9 
Combination of amino 








Combination of all 
eight sets of 
descriptors 
54 1745 Combination of all sets   
2 
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2.2.1 Composition descriptors  
Both amino acid (Set D1) and dipeptide composition (Set D2) are relatively simplistic 
protein sequence descriptors [182]. Amino acid composition has been used to predict 
secondary structural content [183]. They are also frequently used in combination for 
predicting protein fold and structural classes (accuracy 72–95%) [184, 185], functional 
classes (accuracy 83–97%) [27], and subcellular locations (accuracy 79–91%) [186, 187].  
 
Set D1  Amino acid composition is defined as the fraction of each amino acid type 
in a sequence [27, 186]  
 
N
N rrf =)( , (16) 
where r = 1, 2, …, 20, Nr is the number of amino acid of type r, and N is the length of the 
sequence.  
 




N rssrfr , (17) 
where r, s = 1, 2, …, 20, and Nij is the number of dipeptides composed of amino acid 
types r and s. For 20×20 amino acid combinations, we obtain a vector containing 400 
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2.2.2 Autocorrelation descriptors  
Autocorrelation descriptors are a class of topological descriptors, also known as 
molecular connectivity indices, that describe the level of correlation between two objects 
(protein or peptide sequences) in terms of their specific structural or physicochemical 
property [174], which are defined based on the distribution of amino acid properties 
along the sequence [188]. Eight amino acid properties are used to derive the 
autocorrelation descriptors used in this work: (i) hydrophobicity scale, derived from the 
bulk hydrophobic character for the 20 types of amino acids in 60 protein structures [189]; 
(ii) average flexibility index derived from the statistical average of the B-factors of each 
type of amino acids in the available protein x-ray crystallographic structures [190]; (iii) 
polarizability parameter computed from the group molar refractivity values [191]; (iv) 
free energy of amino acid solution in water [191]; (v) residue accessible surface areas 
taken from average values of folded proteins [192]; (vi) amino acid residue volumes 
[193]; (vii) steric parameters derived form the van der Walls radii of amino acid side-
chain atoms [194]; and (viii) relative mutability obtained by multiplying the number of 
observed mutations by the frequency of occurrence of the individual amino acids [195]. 
The amino acid indices were obtained from the Amino Acid index database (AAindex) 
[196]. Thus, each autocorrelation descriptor-set has 8 descriptors and 240 descriptor 
values, based on the parameter d set in the generation program.  
 
 In the literature, these descriptors have been used with good results. The Moreau–
Broto autocorrelation descriptor [174, 175] (Set D3) has been applied in predicting 
transmembrane protein types (accuracy 82–94%) [197] and protein secondary structural 
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contents (accuracy 91–94%) [197]. The Moran autocorrelation descriptor [176] (Set D4) 
has been used in the prediction of protein helix contents (accuracy 85%) [198], and the 
Geary autocorrelation descriptor [177] (Set D5) has been utilized in analyzing allele 
frequencies and population structures [199].  
 
Each of the properties is centralized and standardized such that  
 ' ( ) /r rP P P σ= − , (18) 



















PPrσ . (20) 
 










)( , (21) 
where d = 1, 2, … , 30 is the lag of the autocorrelation, and Pi and Pi+d are the properties 





)()( . (22) 
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)( , (23) 
where d, Pi and Pi+d are defined in the same way as that for Moreau–Broto 






iP∑== 1 . (24) 
The Moran descriptor differs from that of the Moreau–Broto descriptor in that, instead of 
using property values, property deviations from the average values are utilized instead as 
the basis for measuring correlations.  
 


























)( , (25) 
where d, P , Pi and Pi+d are defined as above. This algorithm differs from the other two 
algorithms in its use of square-difference of property values instead of vector-product of 
property values or deviations as the basis for measuring correlations. 
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2.2.3 Composition, transition and distribution descriptors  
In the Set D6, composition, transition and distribution descriptors represent the amino 
acid distribution patterns of a specific structural or physicochemical property along a 
protein or peptide sequence [139, 178], which have been used for the recognition of 
protein folds (accuracy 74–100%) [139] and the prediction of protein-protein interactions 
(accuracy 77–81%) [123, 137], protein functional families (accuracy 67–99%) [7, 8, 140, 
181] and MHC-binding peptides (accuracy 97–99%) [138]. Seven types of 
physicochemical properties are considered in computing these features: (i) 
hydrophobicity; (ii) normalized van der Waals volume; (iii) polarity; (iv) polarizability; 
(v) charge; (vi) secondary structures; and (vii) solvent accessibility [7, 139, 178].  
 
 For each of these seven properties, the amino acids are divided into three groups 
based on the main amino acid indices clusters taken from Tomii and Kanehisa [139, 200] 
such that those in a particular group are regarded to have approximately the same 
property. The reason for dividing amino acids into three groups is that while amino acids 
can be divided into a minimum of both two and three groups for most attributes, they can 
only be divided into a minimum of three groups for attributes such as charge (positive, 
negative and neutral) and secondary structure (helix, strand and coil); therefore, the 
choice of three groups appears to be a more rational choice [7, 8, 123, 137, 139, 140]. 
The ranges of these numerical values and the division of the amino acids are shown in 
Table 2. The three descriptors: composition (C), transition (T) and distribution (D), are 
then computed for each attribute. The composition descriptor C is defined as the number 
of residues with that particular property divided by the total number of residues in a 
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protein sequence; it describes the global percent composition of each group of amino 
acids in a protein. T characterizes the percent frequency with which residues with a 
particular property is followed by residues of a different property, i.e. the percent 
frequencies with which the attribute changes its index along the entire length of the 
protein. D describes the distribution pattern of the attribute along the sequence by 
measuring the chain length within which the first, 25%, 50%, 75% and 100% of the 
amino acids with a particular property are located respectively. 
 
 For instance, consider the hydrophobicity attribute. Residues can be divided into 
hydrophobic (CVLIMFW), neutral (GASTPHY), and polar (RKEDQN) groups. The 
composition descriptor C consists of three values: the global percent compositions of (i) 
polar, (ii) neutral, and (iii) hydrophobic residues, in the protein. The transition descriptor 
T also consists of 3 values: the percent frequency with which (i) a polar residue is 
followed by a neutral residue or a neutral residue by a polar residue, (ii) a polar residue is 
followed by a hydrophobic residue or a hydrophobic residue by a polar residue, and (iii) a 
neutral residue is followed by a hydrophobic residue or a hydrophobic residue by a 
neutral residue. The distribution descriptor D consists of 5 values for each of the three 
groups: (i) the fractions of the entire sequence, (ii) the location of the first residue of a 
given group, and (iii) where 25%, 50%, 75%, and 100% of those are contained. Thus, 
there are 21 elements representing these three descriptors: 3 for C, 3 for T and 15 for D, 
and the protein feature vector is constructed by sequentially combining the 21 elements 
for all of these properties, resulting in a total of 7×21=147 dimensions. As an example, 
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consider a sequence MTEITAAMVKELRESTGAGA. According to the hydrophobicity 
division in Table 2, its hydrophobicity descriptor is encoded as 32132223311311222222. 
 
Table 2: The division of amino acids into three groups for each attribute based on amino 






G, A, S,T,P,H,Y 
Hydrophobicity  
C,L,V,I,M,F,W 








































Composition descriptors Composition refers to the global percent for each encoded 




rC =  , (26) 
where r = 1, 2, 3, nr is the number of r in the encoded sequence and N is the length of the 
sequence. In the same hydrophobicity division example (32132223311311222222), the 
number for encoded classes ‘1’, ‘2’ and ‘3’ are 5, 10 and 5, and the compositions are 
%25
20
5 = , %50
20
10 =  and %25
20
5 = , respectively. 
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Transition descriptors A transition from the index 1 to 2 is the percent frequency 






nnT srrsrs  , (27) 
 
where rs = ‘12’, ‘13’ and ‘23’, nrs and nsr are the numbers of dipeptide encoded as ‘rs’ 
and ‘sr’ respectively in the sequence, and N is the length of the sequence.  
 
Distribution descriptors This refers to the distribution of each attribute in the 
sequence. There are five distribution descriptors for each attribute and they are the 
position percents in the whole sequence for the first residue, 25% residues, 50% residues, 
75% residues and 100% residues, respectively, for a specified encoded class. Consider 
the same hydrophobicity division example as above (32132223311311222222). There are 
10 residues encoded as ‘2’: the 2nd residue, 5th, and so on, and the distribution descriptors 








5 , and so on.  
 
2.2.4 Combination sets of amino acid composition and sequence order  
Set D7  The quasi sequence order descriptors, proposed by Chou [142], are 
derived from both the Schineider–Wrede physicochemical distance matrix [143, 144, 
186] and the Grantham chemical distance matrix [179] between each pair of the 20 amino 
acids. Four physicochemical properties are computed: (i) hydrophobicity, (ii) 
hydrophilicity, (iii) polarity, and (iv) side-chain volume. Similar to the descriptors in Set 
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D6, sequence order descriptors can also be used for representing amino acid distribution 
patterns of a specific physicochemical property along a protein or peptide sequence [144, 
179]. For a protein chain of N amino acid residues R1R2…RN, the sequence order effect 







2)( ,τ , (28) 
where τd is the dth rank sequence order coupling number (d = 1, 2,…, 30) that reflects the 
coupling mode between all of the most contiguous residues along a protein sequence, and 
di,i+d is the distance between the two amino acids at position i and i+d. For each amino 


















where r = 1, 2, …, 20, fr is the normalized occurrence of amino acid type i and w is a 





















τ , (30) 
where d = 21, 22, …, 50. The combination of these two equations gives us a vector that 
describes a protein: the first 20 components reflect the effect of the amino acid 
composition, while the components from 21 to 50 reflect the effect of sequence order.    
 
Set D8  The pseudo amino acid composition descriptor is actually an improvement 
upon the quasi sequence order descriptor [180]. Similar to the quasi-sequence order 
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descriptor, the pseudo amino acid descriptor (Set D8) is made up of a 50-dimensional 
vector in which the first 20 components reflect the effect of the amino acid composition 
and the remaining 30 components reflect the effect of sequence order, only now, the 
coupling number τd is now replaced by the sequence order correlation factor θλ. The set 









),(1 , (31) 
where θλ is the first-tier correlation factor that reflects the sequence order correlation 
between all of the λ-most contiguous resides along a protein chain (λ=1,…30) and N is 
the number of amino acid residues. Θ(Ri, Rj) is the correlation factor and is given by 
 [ ] [ ] [ ]{ }2222211 )()()()()()(31),( ijijijji RMRMRHRHRHRHRR −+−+−=Θ , (32) 
where H1(Ri), H2(Ri) and M(Ri) are the hydrophobicity [201], hydrophilicity [202], and 
side-chain mass of amino acid Ri, respectively. Before being substituted in the above 


































This sequence order correlation definition [Eqs. (31) and (32)] introduces more 
physicochemical effects correlation factors as compared to the coupling number [Eq. 
(28)], and has shown to be an improvement on the way sequence order effect information 
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is represented [180, 203, 204]. Thus, for each amino acid type, the first part of the vector 

















 , (34) 
where r = 1, 2, …, 20, fr is the normalized occurrence of amino acid type i and w is a 
weighting factor (w = 0.1), and the second part is defined as  
 Xd = wθd−20
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2.3 Protein Functional Families Datasets 
 
The classification of proteins (by family) is widely accepted as an effective tool that can 
provide valuable insights into structure, activity and metabolic roles, and this 
organization of information is particularly important in the understanding of the vast 
amount of data from high-throughput genome projects. As a basic approach to large-scale 
genomic annotation, protein family classification has several advantages: (i) it improves 
the identification of proteins that are difficult to characterize based on pairwise 
alignments; (ii) it assists database maintenance by promoting family-based propagation of 
annotation and making annotation errors apparent; (iii) it provides an effective and 
efficient means to retrieve relevant biological information from vast amounts of data; and 
(iv) it reflects the underlying organization of gene families, the analysis of which is 
essential for comparative genomics and phylogenetics [205].  
 
 A number of different classification systems to organize proteins have been 
developed to address various annotation needs. To name a few of the most popular: (i) by 
protein domains, such as those in Pfam [206] and ProDom [207]; (ii) by hierarchical 
families, such as superfamilies/families [208] in the PIR-PSD, and protein groups in 
ProtoMap [209]; (iii) by sequence motifs or conserved regions, such as in PROSITE 
[210] and PRINTS [211]; (iv) by structural classes such as SCOP [212] and CATH [213]; 
or (v) through the integration of various family classifications such as ProClass/iProClass 
[214, 215] and InterPro [216]. In this work, the Pfam classification is used; i.e. proteins 
are classified by domains.  
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 The protein functional families studied in this work include the enzyme EC 2.4 
[203, 217–219], G-protein coupled receptors (GPCR) [220, 221], transporter TC 8.A 
[222, 223], chlorophyll [224], lipid synthesis proteins involved in lipid synthesis [225], 
and rRNA-binding proteins [140]. The dataset statistics are summarized in Table 3. 
 
 These six protein families were selected for testing the descriptor-sets based on 
their functional diversity, sample size and range of reported family member prediction 
accuracies [7, 135, 140, 181, 225]. Generally, these protein families play important roles 
in many cellular phenomenon vital to the proper functioning and regulation of living 
processes, and prediction of the functional roles are important not only in furthering our 
fundamental understanding of the mechanisms underlying various cellular processes, but 
also in the search for new therapeutic targets [226, 227]. The reported prediction 
accuracies for these families are generally lower than those of other families [8], which 
are ideal for critically evaluating the effectiveness of these descriptor-sets; having a lower 
accuracy should enable a better differentiation of the performance of the various classes. 
It should be noted that as SVM is essentially a statistical method, the datasets cannot be 
too small; yet it would also be convenient for the purposes of this study if they were not 
too large as to be unwieldy computationally.  
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2.3.1 Enzyme EC 2.4  
The Enzyme Commission (EC) number is a numerical classification scheme for enzymes, 
based on the chemical reactions they catalyze. Note that since EC numbers do not specify 
enzymes but enzyme-catalyzed reactions, if different enzymes catalyze the same reaction, 
then they are assigned the same EC number. Each EC number has up to four components. 
For example, the class EC 2 refer to the tranferases, enzymes that facilitate the transfer of 
a functional group from one molecule to another; the sub-class EC 2.4 refer to the 
glycosyltransferases; EC 2.4.1 refer to hexosyltransferases; and EC 2.4.1.1 refers to 
phosphorylase or 1,4-α-D-glucan:phosphate α-D-glucosyltransferase, a specific 
hexosyltransferase. 
 
 The dataset studied in this work is the enzyme sub-class EC 2.4. 
Glycosyltransferases are enzymes that catalyze the synthesis of glycoconjugates through 
the transfer of a glycosyl moiety and are involved in post-translational modification of 
proteins (glycosylation). Metals such as magnesium or manganese are usually found in 
the active site and acts as a Lewis acid by binding to the di(phosphate) leaving group. 
Increased levels of glycosyltransferases have been found in disease states and 
inflammation [228, 229]. 
 
2.3.2 G-protein coupled receptors  
G-protein coupled receptors (GPCR) are a large protein family of transmembrane 
receptors that transduct signals for inducing cellular responses. Ligands that bind and 
activate these receptors comprise a wide range, including light-sensitive compounds, 
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odors, pheromones, hormones and neurotransmitters, and vary in size from small 
molecules to large proteins. Members of GPCR are of great pharmacological importance, 
as 50–60% of approved drugs elicit their therapeutic effect by selectively addressing 
members of the GPCR family [230-233]. GPCR proteins are involved in just about every 
organ system and present a wide range of possible targets for diseases such as cancer, 
cardiac dysfunction, diabetes, central nervous system disorders, obesity, inflammation 
and pain [234].  
 
2.3.3 Transporter TC 8.A 
Transporters perform key roles in the transport of cellular molecules across cell and 
cellular compartment boundaries, mediating the absorption and removal of various 
molecules, including drugs, and regulating the concentration of metabolites and ionic 
species [235–237]. Functional transporter families are described according to the 
transporter classification (TC) system [222, 223] based on their mode of transport, energy 
coupling mechanism, molecular phylogeny and substrate specificity, particularly the first 
two characteristics as they are relatively stable [238]. Transporter families are classified 
based on five criteria, each corresponding to one of the five numbers or letters within the 
TC number, thus, a TC number (of a specific transporter protein) normally has five 
components (V.W.X.Y.Z): (i) V (a number 1, …, 9) corresponds to the transporter class; 
(ii) W (a letter A, B, …) corresponds to the transporter sub-class; (iii) X (a number) 
corresponds to the transporter family (sometimes actually a superfamily) under a sub-
class; (iv) Y (a number) corresponds to the sub-family under a family, in which a 
transporter is found; and (v) Z represents the individual transporter under a sub-family. 
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 The transporter sub-class TC 8.A studied in this work consists of auxiliary 
transport proteins, which are proteins that function or are complexed to known transport 
proteins, facilitating transport across membranes [222]. In particular, the TC 8.A sub-
class comprise of proteins that in some way facilitate transport across one or more 
biological membranes but do not themselves participate directly in transport; these 
proteins always function in conjunction with one or more established transport systems. 
They may provide a function connected with energy coupling to transport, play a 
structural role in complex formation, serve a biogenic or stability function or function in 
regulation [222, 223].  
 
2.3.4 Chlorophyll proteins   
Chlorophyll proteins, a green photosynthetic pigment found in most plants, are essential 
for harvesting solar energy in photosynthetic antenna systems. Chlorophyll contains a 
porphyrin ring, a stable ring-shaped moiety around which electrons are free to migrate; 
thus, the ring has the ability to gain or lose electrons easily and hence provide energized 
electrons to other molecules — this is the fundamental process underlying 
photosynthesis. A magnesium ion is found in the center of the porphyrin ring, and the 
ring can have several different side chains [239].  
 
2.3.5 Lipid synthesis proteins 
Lipid synthesis proteins play central roles in processes such as metabolism and transport 
[240], cell signalling and membrane trafficking [241], and regulation of gene expression 
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and cell growth [242]. Deficiencies or altered functioning of lipid binding proteins are 
associated with disease states such as obesity, diabetes, atherosclerosis, hyperlipidemia 
and insulin resistance [240].  
 
 Lipid recognition by proteins is primarily mediated by some combination of a 
number of structural and physicochemical features including conserved fold elements 
[242], specific lipid-binding site architectures [243] and recognition motifs [244], ordered 
hydrophobic and polar contacts between lipid and protein [245], and multiple 
noncovalent interactions from protein residues to lipid head groups and hydrophobic tails 
[246]. 
 
2.3.6 rRNA binding proteins 
Most cellular rRNAs work in concert with protein partners and protein-RNA interactions 
are critically important in the regulation of gene expression [6]; in particular, rRNA-
binding proteins play central roles in the post-transcriptional regulation of gene 
expression [247, 248], and their binding capabilities are mediated by certain RNA 
binding domains and motifs [4, 249–251]. It is also known that binding of proteins to 
some catalytic RNA molecules will activate or enhance the activity of these molecules 
[252]. Correlated patterns of sequence and substructure, or motifs, in RNA-binding 
proteins have be shown to recognize and bind to specific RNA sequences and folds [253–
255], patterns which a learning approach such as SVM are able to detect [123, 140]. 
Factors found to play roles in the recognition of RNA-binding proteins include amino 
acid composition and hydrophobicity (important considerations in the interaction of a 
2   Methodology         62 
protein with other biomolecules) and charge and polarity (electrostatic interactions and 
hydrogen bonding to RNA, as the backbone is charged) [256]. 
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2.4 Generation of Datasets  
The datasets were obtained from SWISS-PROT [257], with the exception of TC 8.A, 
which was downloaded from the Transport Classification Database (TCDB) [258]; both 
are public databases. All distinct members in these downloaded datasets were used to 
construct the positive dataset for the corresponding SVM classification system; multiple 
entries were evenly distributed to the training, testing and independent evaluation sets.  
 
Table 3: Summary of dataset statistics, including size of training, testing and independent 
evaluation sets, and average sequence length. 
 
 Total Training Testing Independent testing 














EC 2.4 3304 14373 1382 5068 1022 5859 900 3446 460 
GPCR 2819 21515 1580 7389 717 7333 522 6793 498 
TC 8.A 229 23096 94 7962 72 7962 63 7172 483 
Chlorophyll 999 22997 356 7928 333 7928 310 7141 480 
Lipid 2192 11537 850 5779 707 4483 635 1275 312 
rRNA 5855 13770 2004 5246 1940 4953 1911 3571 376 
 
 
 Next, the negative dataset, representing non-class members, is generated. It is 
impractical to include all proteins outside of a specific family as negative examples, thus, 
the approach to generative a comprehensive set of negative samples is to choose 
representative proteins from the all of the other protein families.  Thus, each negative set 
(training, testing and independent) contains at least one randomly selected seed protein 
from each of the Pfam families, which number over 7000, in the PFAM database [206], 
and the representative proteins of these families unrelated to the protein family being 
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studied were chosen as negative samples. Thus, each training and testing negative set 
contains at least one randomly selected protein from each of the Pfam families. The size 
of the negative dataset is usually higher than that of the positive samples; this dataset 
imbalance explains why the negative prediction accuracy (specificity) is usually higher 
than the positive prediction accuracy (sensitivity).  
 
 These proteins, positive and negative, were further divided into separate training, 
testing and independent evaluation sets by the following procedure. First, proteins were 
converted into descriptor vectors and then clustered using hierarchical clustering into 
groups in the structural and physicochemical feature space [259], where more 
homologous sequences will have shorter distances between them, and the largest 
separation between clusters was set to a ceiling of 20. One representative protein was 
randomly selected from each group to form a training set that is sufficiently diverse and 
broadly distributed in the feature space. Another protein within the group was randomly 
selected to form the testing set. The selected proteins from each group were further 
checked to ensure that they are distinguished from the proteins in other groups. The 
remaining proteins were then designated as the independent evaluation set, also checked 
to be at a reasonable level of diversity. Fragments, defined as smaller than 60 residues, 
were discarded. This selection process ensures that the training, testing and evaluation 
sets constructed are sufficiently diverse and broadly distributed in the feature space. 
Though an analysis of the ‘similar’ proteins in each cluster showed that the majority of 
the proteins in a cluster are quite non-homologous, the program CDHIT (Cluster 
Database at High Identity with Tolerance) [260–262] was further used after the SVM 
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model was trained to remove redundancy at both 90% and 70% sequence identity, so as 
to avoid bias as far as possible. CDHIT removes homologous sequences by clustering the 
protein dataset at some user-defined sequence identity threshold, for example 90%, and 
then generating a database of only the cluster representatives, thus eliminating sequences 
with greater than 90% identity. 
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2.5 Performance Evaluation Methods 
 
The aim of performance evaluation, of course, is to find out whether an algorithm has 
done well. Specifically in the case of prediction research, we want to know if a prediction 
algorithm is able to perform well on data that has not been used to construct the learning 
model, and the generalization capacity of the model to recognize new examples from the 
same data domain [263] — to do this, we would require comprehensive independent 
samples (the independent evaluation set). 
 
 As a discriminative method, the performance of SVM classification can be 
accessed by measuring the true positive TP (correctly predicted positive samples), false 
negative FN (positive samples incorrectly predicted as negative), true negative TN 
(correctly predicted negative samples), and false positive FP (negative samples 
incorrectly predicted as positive). As the numbers of positive and negative samples are 
imbalanced, the concepts of sensitivity and specificity are also introduced [124]. 




TPQP += . (36) 




TNQN += . (37) 
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+= . (38) 
 
However, in some cases, Q, QP, and QN are insufficient to provide a complete assessment 
of the performance of a discriminative method, thus, the Matthews correlation coefficient 




×−×= , (39) 
where , with a negative value indicating disagreement of the prediction and 
a positive value indicating agreement. A zero value means the prediction is completely 
random. The MCC utilizes all four basic elements of the accuracy and it provides a better 
summary of the prediction performance than the overall accuracy.  
]1,1[−∈MCC
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3 PERFORMANCE EVALUATION AND DISCUSSION 
 
 In this section, the performance of the various descriptor-sets are presented and 
discussed. Overall trends are first noted (Sec 3.1), and subsequent sections (Secs. 3.2–
3.5) consider each of the various descriptor-sets, including the problem with using all 
available descriptors (Sec. 3.6).    
 
3.1 Overall Trends 
 
Independent validation datasets were used to test the prediction accuracies. Training and 
prediction statistics for the six datasets, across the ten studied descriptor-sets, are given in 
Table 4. The program CDHIT [129, 260–262] was used to remove redundancy at both 
90% and 70% sequence identity so as to avoid bias; subsequently, the datasets are tested 
again with the independent evaluation sets and the statistics are given in Table 5.  
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Table 4: Dataset training statistics and prediction accuracies of six protein functional families. Predicted results given as TP (true positive), 
FN (false negative), TN (true negative), FP (false positive), Sen (sensitivity), Spec (specificity), Q (overall accuracy) and MCC (Matthews 
correlation coefficient). 
 
Training set Testing set Independent evaluation set 
P N P N Protein family Descriptor set P N TP FN TN FP TP FN Sen(%) TN FP Spec(%) Q(%) MCC 
AA D1 1249 2120 1154 1 9065 12 724 176 80.4 3244 202 94.1 91.3 0.74 
dipeptide D2 1319 2120 1080 5 8806 1 646 154 82.9 3349 97 97.2 94.1 0.80 
Moreau-Broto D3 1105 1756 1295 4 9166 5 768 132 85.3 3394 52 98.5 95.8 0.87 
Moran D4 1239 2221 1161 4 8701 5 756 144 84.0 3365 81 97.7 94.8 0.84 
Geary D5 1242 2223 1160 2 8690 14 753 147 83.6 3391 55 98.4 95.4 0.85 
C, T, D D6 1214 2077 1145 45 8846 4 741 159 82.3 3383 63 98.2 94.9 0.84 
quasi D7 1293 2624 1072 39 8295 8 696 204 77.3 3270 176 94.9 91.3 0.73 
pseAA D8 1226 3008 1177 1 7918 1 794 106 88.2 3387 59 98.3 96.2 0.88 








All  D10 1228 3254 1176 0 7672 1 798 102 88.7 3397 49 98.6 96.5 0.89 
                 
AA D1 1590 7458 1847 1 14166 3 505 17 96.7 6735 58 99.1 99.0 0.93 
dipeptide D2 564 711 1728 3 14121 5 510 12 97.7 6737 56 99.2 99.1 0.93 
Moreau-Broto D3 1169 4628 1122 4 10208 1 507 15 97.1 6737 56 99.2 99.0 0.93 
Moran D4 1257 4474 1037 1 10363 0 499 23 95.6 6745 48 99.3 99.0 0.93 
Geary D5 1290 4724 997 8 10113 0 494 28 94.6 6734 59 99.1 98.8 0.91 
C, T, D D6 757 2060 1536 2 12777 0 503 19 96.3 6742 51 99.2 99.0 0.93 
quasi D7 812 2950 1482 1 11887 0 495 27 94.8 6696 97 98.6 98.3 0.88 
pseAA D8 653 2171 1644 0 12550 1 501 21 96.0 6769 24 99.7 99.4 0.95 






All  D10 672 2454 1625 0 12268 0 502 20 96.2 6757 36 99.5 99.2 0.94 
                 
AA D1 118  2858 49 0 13121 0 36 27 57.1 1843 2 99.9 98.5 0.73 
dipeptide D2 116 1100 50 0 14824 0 41 22 65.1 1843 2 99.9 98.7 0.78 
Moreau-Broto D3 94 7962 53 0 14501 0 42 21 66.7 1842 3 98.6 98.7 0.78 
Moran D4 94 7962 47 0 11250 0 37 26 58.7 1843 2 99.9 98.5 0.74 
Geary D5 94 7962 47 0 11137 0 37 26 58.7 1843 2 99.9 98.5 0.74 
C, T, D D6 94 7962 64 0 15283 0 44 19 69.8 1843 2 99.9 98.9 0.81 
quasi D7 94 7962 59 0 15045 0 43 20 68.3 1843 2 99.9 98.9 0.80 
pseAA D8 103 943 63 0 14981 0 48 15 76.2 1843 2 99.9 99.1 0.85 








All  D10 102 1068 64 0 14856 0 48 15 76.2 1843 2 99.9 99.1 0.85 
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Table 4 (continued) 
 
Training set Testing set Independent evaluation set 
P N P N Protein family Descriptor set P N TP FN TN FP TP FN Sen(%) TN FP Spec(%) Q(%) MCC 
AA D1 1249 2120 1154 1 9065 12 724 176 80.4 3244 202 94.1 91.3 0.74 
dipeptide D2 1319 2120 1080 5 8806 1 646 154 82.9 3349 97 97.2 94.1 0.80 
Moreau-Broto D3 1105 1756 1295 4 9166 5 768 132 85.3 3394 52 98.5 95.8 0.87 
Moran D4 1239 2221 1161 4 8701 5 756 144 84.0 3365 81 97.7 94.8 0.84 
Geary D5 1242 2223 1160 2 8690 14 753 147 83.6 3391 55 98.4 95.4 0.85 
C, T, D D6 1214 2077 1145 45 8846 4 741 159 82.3 3383 63 98.2 94.9 0.84 
quasi D7 1293 2624 1072 39 8295 8 696 204 77.3 3270 176 94.9 91.3 0.73 
pseAA D8 1226 3008 1177 1 7918 1 794 106 88.2 3387 59 98.3 96.2 0.88 








All  D10 1228 3254 1176 0 7672 1 798 102 88.7 3397 49 98.6 96.5 0.89 
                 
AA D1 1590 7458 1847 1 14166 3 505 17 96.7 6735 58 99.1 99.0 0.93 
dipeptide D2 564 711 1728 3 14121 5 510 12 97.7 6737 56 99.2 99.1 0.93 
Moreau-Broto D3 1169 4628 1122 4 10208 1 507 15 97.1 6737 56 99.2 99.0 0.93 
Moran D4 1257 4474 1037 1 10363 0 499 23 95.6 6745 48 99.3 99.0 0.93 
Geary D5 1290 4724 997 8 10113 0 494 28 94.6 6734 59 99.1 98.8 0.91 
C, T, D D6 757 2060 1536 2 12777 0 503 19 96.3 6742 51 99.2 99.0 0.93 
quasi D7 812 2950 1482 1 11887 0 495 27 94.8 6696 97 98.6 98.3 0.88 
pseAA D8 653 2171 1644 0 12550 1 501 21 96.0 6769 24 99.7 99.4 0.95 






All  D10 672 2454 1625 0 12268 0 502 20 96.2 6757 36 99.5 99.2 0.94 
                 
AA D1 118  2858 49 0 13121 0 36 27 57.1 1843 2 99.9 98.5 0.73 
dipeptide D2 116 1100 50 0 14824 0 41 22 65.1 1843 2 99.9 98.7 0.78 
Moreau-Broto D3 94 7962 53 0 14501 0 42 21 66.7 1842 3 98.6 98.7 0.78 
Moran D4 94 7962 47 0 11250 0 37 26 58.7 1843 2 99.9 98.5 0.74 
Geary D5 94 7962 47 0 11137 0 37 26 58.7 1843 2 99.9 98.5 0.74 
C, T, D D6 94 7962 64 0 15283 0 44 19 69.8 1843 2 99.9 98.9 0.81 
quasi D7 94 7962 59 0 15045 0 43 20 68.3 1843 2 99.9 98.9 0.80 
pseAA D8 103 943 63 0 14981 0 48 15 76.2 1843 2 99.9 99.1 0.85 









All  D10 102 1068 64 0 14856 0 48 15 76.2 1843 2 99.9 99.1 
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Table 5: Dataset statistics and prediction accuracies after homologous sequences removal 
(HSR) at 90% and 70% identity. Predicted results given as TP (true positive), FN (false 
negative), TN (true negative), FP (false positive), Sen (sensitivity), Spec (specificity), Q (overall 
accuracy) and MCC (Matthews correlation coefficient).  
 
Independent evaluation set 
P N Protein family % HSR
* Descriptor set 
TP FN Sen(%) TN FP Spec(%) Q (%) MCC 
AA D1 552 250 68.8 3235 201 94.2 89.4 0.65 
dipeptide D2 626 176 78.1 3339 97 97.2 93.6 0.78 
Moreau-Broto D3 609 193 75.9 3384 52 98.5 94.2 0.80 
Moran D4 603 199 75.2 3355 81 97.6 93.4 0.78 
Geary D5 591 211 73.7 3381 55 98.4 93.7 0.79 
C, T, D D6 501 301 62.5 3374 62 98.2 91.4 0.70 
quasi D7 545 257 68.0 3261 175 94.9 89.8 0.66 
pseAA D8 666 136 83.0 3375 61 98.2 95.4 0.84 
1+2 D9 630 172 78.6 3357 79 97.7 94.1 0.80 
90
 
All  D10 670 132 83.5 3388 48 98.6 95.8 0.86 
           
AA D1 459 223 67.3 3193 199 94.1 89.6 0.62 
dipeptide D2 516 166 75.7 3296 96 97.2 93.6 0.76 
Moreau-Broto D3 503 179 73.8 3341 51 98.5 94.4 0.78 
Moran D4 495 187 72.6 3311 81 97.6 93.4 0.75 
Geary D5 484 198 71.0 3339 53 98.4 93.8 0.77 
C, T, D D6 399 283 58.5 3330 62 98.2 91.5 0.67 
quasi D7 452 230 66.3 3218 174 94.9 90.1 0.63 
pseAA D8 551 131 80.8 3331 61 98.2 95.3 0.83 







All (1–8) D10 554 128 81.2 3344 48 98.6 95.7 0.84 
            
            
AA D1 391 13 96.8 6724 58 99.1 99.0 0.91 
dipeptide D2 395 9 97.8 6744 38 99.4 99.4 0.94 
Moreau-Broto D3 393 11 97.3 6726 56 99.2 99.1 0.92 
Moran D4 386 18 95.5 6734 48 99.3 99.1 0.92 
Geary D5 381 23 94.3 6723 59 99.1 98.9 0.90 
C, T, D D6 391 13 96.8 6731 51 99.3 99.1 0.92 
quasi D7 382 22 94.6 6685 97 98.6 98.3 0.86 
pseAA D8 387 17 95.8 6758 24 99.7 99.4 0.95 
1+2 D9 391 13 96.8 6752 30 99.6 99.4 0.94 
90
 
All (1–8) D10 388 16 96.0 6762 20 99.7 99.5 0.95 
           
AA D1 307 8 97.5 6695 58 99.1 99.1 0.90 
dipeptide D2 309 6 98.1 6715 38 99.4 99.4 0.93 
Moreau-Broto D3 306 9 97.1 6697 56 99.2 99.1 0.90 
Moran D4 301 14 95.6 6705 48 99.3 99.1 0.90 
Geary D5 198 17 94.6 6694 59 99.1 98.9 0.88 
C, T, D D6 307 8 97.5 6702 51 99.2 99.2 0.91 
quasi D7 296 19 94.0 6656 97 98.6 98.4 0.83 
pseAA D8 301 14 95.6 6729 24 99.6 99.5 0.94 







All (1–8) D10 302 13 95.9 6733 20 99.7 99.5 0.95 
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Table 5 (continued) 
 
Independent evaluation set 
P N Protein family % HSR
* Descriptor set 
TP FN Sen(%) TN FP Spec(%) Q (%) MCC 
AA D1 28 27 50.9 1846 2 99.9 98.5 0.68 
dipeptide D2 33 22 60.0 1846 2 99.9 98.7 0.75 
Moreau-
Broto 
D3 34 21 61.8 1845 3 99.8 98.7 0.75 
Moran D4 29 26 52.7 1845 3 99.8 98.8 0.75 
Geary D5 29 26 52.7 1845 3 99.8 98.8 0.75 
C, T, D D6 36 19 65.5 1846 2 99.9 98.9 0.78 
quasi D7 35 20 63.6 1845 3 99.8 98.8 0.76 
pseAA D8 40 15 72.7 1845 3 99.8 99.2 0.82 
1+2 D9 33 22 60.0 1846 2 99.9 98.7 0.75 
90
 
All (1–8) D10 40 15 72.7 1845 3 99.8 99.2 0.82 
           
AA D1 25 24 51.0 1828 2 99.9 98.6 0.68 
dipeptide D2 29 20 59.2 1828 2 99.9 98.8 0.74 
Moreau-
Broto 
D3 29 20 59.2 1827 3 99.8 98.8 0.73 
Moran D4 26 23 53.1 1828 2 99.9 98.7 0.70 
Geary D5 26 23 53.1 1828 2 99.9 98.7 0.70 
C, T, D D6 33 16 67.3 1828 2 99.9 99.0 0.79 
quasi D7 30 19 61.2 1827 3 99.8 98.8 0.74 
pseAA D8 36 13 73.5 1827 3 99.8 99.2 0.82 







All (1–8) D10 36 13 73.5 1827 3 99.8 99.2 0.82 
            
            
AA D1 159 127 55.6 1594 8 99.5 92.9 0.70 
dipeptide D2 205 81 71.7 1598 4 99.8 95.5 0.82 
Moreau-
Broto 
D3 224 62 78.3 1599 3 99.8 96.6 0.86 
Moran D4 222 64 77.6 1599 3 99.8 96.5 0.86 
Geary D5 211 75 73.8 1598 4 99.8 95.8 0.83 
C, T, D D6 182 104 63.6 1594 8 99.5 94.1 0.75 
quasi D7 159 127 55.6 1595 9 99.4 92.8 0.69 
pseAA D8 233 53 81.5 1595 7 99.6 96.8 0.87 
1+2 D9 224 62 78.3 1594 8 99.5 96.3 0.85 
90
 
All (1–8) D10 229 57 80.1 1597 5 99.7 96.7 0.87 
           
AA D1 113 118 48.9 1578 8 99.5 93.1 0.65 
dipeptide D2 155 76 67.1 1582 4 99.8 95.6 0.79 
Moreau-
Broto 
D3 171 60 74.0 1583 3 99.8 96.5 0.84 
Moran D4 171 60 74.0 1583 3 99.8 96.5 0.84 
Geary D5 161 70 69.7 1582 4 99.8 95.9 0.81 
C, T, D D6 137 94 59.3 1578 8 99.5 94.4 0.72 
quasi D7 114 117 49.4 1575 11 99.3 93.0  0.64 
pseAA D8 182 49 78.8 1579 7 99.6 96.9 0.85 









All (1–8) D10 178 53 77.1 1581 5 99.7 96.8 0.85 
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Table 5 (continued) 
 
Independent evaluation set 
P N Protein family % HSR
* Descriptor set 
TP FN Sen(%) TN FP Spec(%) Q (%) MCC 
AA D1 403 149 73.0 1213 59 95.4 88.6 0.72 
dipeptide D2 431 121 78.1 1256 16 98.7 92.5 0.81 
Moreau-Broto D3 436 116 79.0 1268 4 99.7 93.4 0.84 
Moran D4 421 131 76.3 1270 2 99.8 92.7 0.83 
Geary D5 416 136 75.4 1270 2 99.8 92.4 0.82 
C, T, D D6 449 103 81.3 1270 2 99.8 94.2 0.86 
quasi D7 435 117 78.8 1269 3 99.8 93.4 0.84 
pseAA D8 423 129 76.6 1265 7 99.5 92.5 0.82 
1+2 D9 449 103 81.3 1245 27 97.9 92.9 0.83 
90
 
All (1–8) D10 454 98 82.3 1265 7 99.5 94.2 0.86 
           
AA D1 316 138 69.6 1205 59 95.3 88.5 0.69 
dipeptide D2 343 111 75.6 1248 16 98.7 92.6 0.81 
Moreau-Broto D3 340 114 74.9 1260 4 99.7 93.1 0.82 
Moran D4 330 124 72.7 1262 2 99.8 92.7 0.81 
Geary D5 328 126 72.3 1260 4 99.7 92.4 0.80 
C, T, D D6 358 96 78.9 1244 20 98.4 93.3 0.82 
quasi D7 342 112 75.3 1257 7 99.5 93.1 0.82 
pseAA D8 331 123 72.9 1257 7 99.4 92.4 0.80 











All (1–8) D10 360 94 79.3 1257 7 99.5 94.1 0.85 
            
            
AA D1 1407 91 93.9 3502 59 98.3 97.0 0.93 
dipeptide D2 1437 61 95.9 3510 51 98.6 97.8 0.95 
Moreau-Broto D3 1403 95 93.7 3529 32 99.1 97.5 0.93 
Moran D4 1347 151 89.9 3491 70 98.0 95.6 0.89 
Geary D5 1347 151 89.9 3533 28 99.2 96.5 0.91 
C, T, D D6 1451 47 96.9 3537 24 99.3 98.6 0.97 
quasi D7 1358 140 90.7 3429 132 96.3 94.6 0.87 
pseAA D8 1442 56 96.3 3531 30 99.2 98.3 0.96 
1+2 D9 1436 62 95.9 3518 43 98.8 97.9 0.95 
90
 
All (1–8) D10 1449 49 96.7 3537 24 99.3 98.6 0.97 
           
AA D1 924 83 91.8 3454 59 98.3 96.9 0.91 
dipeptide D2 952 55 94.5 3463 50 98.6 97.7 0.93 
Moreau-Broto D3 920 87 91.4 3483 30 99.2 97.4 0.92 
Moran D4 907 100 90.1 3444 69 98.0 96.3 0.89 
Geary D5 908 99 90.2 3485 28 99.2 97.2 0.92 
C, T, D D6 963 44 95.6 3493 20 99.4 98.6 0.96 
quasi D7 917 90 91.1 3382 131 96.3 95.1 0.86 
pseAA D8 654 53 94.7 3484 29 99.2 98.2 0.95 











All (1–8) D10 960 47 95.3 3490 23 99.4 98.5 0.96 
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 As the purpose of this work is to benchmark the performance of various 
descriptor-sets, it is helpful to perform an initial rough validation of the results from this 
work against other studies. For the dataset EC 2.4, the sensitivities, specificities and 
overall accuracies for the ten descriptor-sets ranged from 77.3–88.7%, 94.1–98.6% and 
91.3–96.5%, respectively. Differences in the choice of descriptors notwithstanding, these 
results are comparable to previously reported SVM prediction results for EC 2.4: Cai et 
al. [8] reported sensitivity, specificity and overall accuracy values of 70.5%, 94.2% and 
92.9% respectively. Similarly, a comparison of the SVM prediction results obtained from 
this work using a variety of different descriptor-sets with those previously reported in the 
literature [7, 8, 135, 140, 181, 225] is given in Table 6. Though the descriptors used in 
this study are not the same as those in the above-mentioned literature, by and large, the 
prediction results from this work agree with those in the literature. Note that the other 
studies were focused on developing a prediction system for a specific protein family such 
as enzymes, and did not consider various sets of descriptors, as in this work.  
 
 It is also observed that the prediction accuracies in this study for the non-members 
of a dataset (specificity) are always better than those for the members of a dataset 
(sensitivity). This is due to the way the negative training set is generated: as a highly 
diverse set of non-members for each dataset can be generated from the Pfam database, 
which comprise of over 8000 protein families [206], this results in a larger number of 
negative samples (Table 3), and hence, the SVM models were more comprehensively 
trained for the recognition of non-members. Moreover, this imbalance between the 
positive and negative training datasets tends to skew the SVM hyperplane closer to the 
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side with a smaller number of samples, which can lead to a lower prediction accuracy for 
those samples as compared to those on the other side of the hyperplane [265]. This is 
known as overfitting; it occurs when there is a large set of possible hypotheses and thus 
the learning algorithm can end up finding meaningless regularities. However, the size of 
the negative dataset cannot be simply reduced to match that of the positive dataset since 
this compromises the diversity required to fully represent all non-members in the feature 
space. There are computational methods to compensate for this imbalance [266], but as 
the focus of this current work is a comparative evaluation of different descriptor-sets, 
there was no need to employ such measures.  
 
Table 6: Comparison of range of prediction accuracies for 10 descriptor-sets with others 
reported in the literature (highlighted in grey). 
 
Dataset Source Sensitivity (%) Specificity (%) Overall accuracy 
(%) 
 77.3–88.7 94.1–98.6 91.3–96.5 
90% HSR 62.5–83.5 94.2–98.6 89.4–95.8 
70% HSR 58.5–81.2 94.1–98.6 89.6–95.7 EC 2.4 
Cai et al. [8] 70.5 94.2 92.9 
 94.6–98.1 98.6–99.7 98.3–99.4 
90% HSR 94.6–97.8 98.6–99.7 98.3–99.5 
70% HSR 94.0–97.5 98.6–99.7 98.4–99.5 GPCR 
Cai et al. [7] 95.6 98.1 97.4 
 57.1–76.2 98.6–99.9 98.5–99.1 
90% HSR 50.9–72.7 99.8–99.9 98.5–99.2 
70% HSR 51.1–73.5 99.8–99.9 98.6–99.2 TC 8.A 
Lin et al. [181] 74.3 99.8 99.5 
 57.4–82.3 99.3–99.9 92.7–96.9 
90% HSR 55.6–81.5 99.4–99.8 92.9–96.8 
70% HSR 48.9–78.8 99.5–99.8 93.0–96.9 Chlorophyll 
Cai et al. [7] 97.4 99.8 99.7 
 74.0–83.6 95.5–99.8 88.4–94.2 
90% HSR 73.0–82.3 95.4–99.8 88.6–94.2 
70% HSR 69.6–79.3 95.3–99.5 88.5–94.1 Lipid synthesis 
 Lin et al. [225] 82.2 99.6 98.1 
 93.3–97.9 97.4–99.3 96.0–98.6 
90% HSR 89.9–96.9 98.0–99.3 94.6–98.6 
70% HSR 90.1–95.3 98.3–99.4 95.1–98.6 rRNA binding 
Han et al. [140] 94.1 98.7 98.6 
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 As explained in Sec. 2.5, Matthews correlation coefficient (MCC) values were 
used instead of standard accuracy because it is a more robust measure of performance.   
The performances of the ten descriptor-sets were ranked by the MCC values of the 
respective SVM prediction of the six functional families, which are given in Table 7. The 
computed MCC scores for these descriptor-sets are in the range of 0.65–0.97 (90% 
homologous sequence removal, or HSR) and 0.62–0.96 (70% HSR) for all protein 
families studied. Accordingly, the performance of these descriptor-sets is categorized into 
two groups based on their MCC values: ‘Exceptional’ (>0.85) and ‘Good’ (≤0.85). At the 
same time, these descriptor-sets are aligned in the order of their MCC values with “=” 
being of equal values and “>” indicating that one is better than the other. It is noted that, 
as the differences of many of these MCC values are rather small, such alignment is likely 
superficial to some extent and may not best reflect the real ranking of performance. 
Overall, the performances of these descriptor-sets are not significantly different, there is 
no overwhelmingly preferred descriptor-set, and SVM prediction performance appears to 
be highly dependent on the dataset. 
 
 As shown in Tables 4 and 5, for many of the studied datasets, the differences in 
prediction accuracies and MCC values between different descriptor-sets are small. In 
particular, for GPCR and rRNA binding proteins, the results of almost all descriptor-sets 
are in the ‘Exceptional’ category. Examining the range of MCC values of the descriptor-
sets for each of the studied protein families (70% HSR), the differences between the 
largest and smallest MCC values are, in order of increasing magnitude: 0.10, 0.12, 0.14, 
0.16, 0.21 and 0.21 for rRNA binding proteins, GPCR, TC 8.A, lipid synthesis proteins,
Table 7: Descriptor sets ranked and grouped by MCC (Matthews correlation coefficient), before and after removal of homologous 
sequences at 90% and 70% identity, respectively.  











NR D10 > D8> D9 > D3 D5 > D4=D6 > D2 > D1 > D7 
90% D10 D8 > D3=D9 > D5 > D2=D4 > D6 > D7 > D1 EC 2.4 
70%  D10 > D8 > D3=D9 > D5 > D2 > D4 > D6 > D7 > D1 
NR D8 > D10 > D1=D2=D3=D4=D6=D9 > D5 > D7  
90% D8=D10 > D2=D9 > D3=D4=D6 > D1 > D5 > D7  GPCR 
70% D10 > D8=D9 > D2 > D6 > D1=D3=D4 > D5 D7 
NR  D8=D10 > D6 > D7 > D2=D3=D9 > D4=D5 > D1 
90%  D8=D10 > D6 > D7 > D2=D3 =D4=D5=D9 > D1 TC 8.A 
70%  D8=D10 > D6 > D2=D7=D9 > D3 > D4=D5 > D1 
NR D8=D10 > D4 > D3=D9  D5 > D2 > D6 > D7 > D1 
90% D8=D10 > D3=D4 D9 > D5 > D2 > D6 > D1 > D7 Chlorophyll 
70%  D8=D10 > D3=D4 > D9 > D5 > D2 > D6 > D1 > D7 
NR D10 > D6 D7 > D2=D3=D9 > D4=D8 > D5 > D1 
90% D6=D10 D3=D7 > D4=D9 > D5=D8 > D2 > D1 Lipid synthesis 
70%  D10 > D3=D6=D7 > D2=D4=D9 > D5=D8 > D1 
NR D10 > D8=D9 > D2=D3=D6 > D1 > D7> D4=D5  
90% D6=D10 > D8 > D2=D9 > D1=D3 > D5 > D4> D7  rRNA binding 
70% D6=D10> D8 > D9 > D2 > D3=D5 > D1 > D4 > D7  
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chlorophyll proteins and EC.2.4 families respectively. Given that a difference of 0.10 and 
0.20 in MCC values translates to an approximate 4% and 7% difference in overall 
prediction accuracy, this separation is not large indeed.  
 
Though the dataset is a more important determinant of prediction performance 
than the choice of descriptor class, a few general trends could be observed. Three out of 
four of the combination-sets tend to exhibit slightly but consistently higher MCC values 
for the protein families studied in this work. These sets are Sets D8, D9 and D10. In 
contrast, only one out of six individual sets, Set D6, tend to exhibit slightly but 
consistently higher MCC values for the protein families studied in this work. Therefore, 
statistically speaking, it appears that the use of combination-sets tend to give slightly 
better prediction performance than the use of individual-sets.  
 
3.2 Composition Descriptors  
 
It was found that the combination of amino acid composition and dipeptide composition 
(Set D9) tend to give consistently better results than that of the individual descriptor-sets 
(Set D1 and Set D2). It is known that one drawback of amino acid composition 
descriptors is that the same amino acid composition may correspond to diverse sequences 
as sequence order is lost [27, 173], and this sequence order information can be partially 
covered by considering dipeptide composition (Set D2). On the other hand, dipeptide 
composition lacks information concerning the fraction of the individual residue in the 
sequence, thus, a combination-set is expected to give better prediction results, which has 
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been confirmed by this and other studies [27, 173]. The consistently poor performance of 
Set D1 alone suggests that composition information alone is not sufficient to completely 
distinguish different proteins, and though the use of sequence order information does 
improve prediction results significantly, the combination of these two types of 
information (Set D9) returned the best performance. In fact, Set D9 often returned a much 
better or comparable prediction performance than more complex descriptors such as 
autocorrelation. 
 
3.3 Autocorrelation Descriptors   
 
Autocorrelation descriptor sets were expected to perform well as they should be better 
able to capture distinguishing motifs unique to a protein functional family; however, as 
seen from the moderate performance by the autocorrelation sets, this was not the case. 
The only dataset in which they showed slightly better results was the chlorophyll proteins 
dataset; it is possible that this is due to the porphyrin ring in chlorophyll proteins, which 
consists of four nitrogen atoms binding strongly to a coordinated magnesium atom in a 
square planar arrangement [239], for this unique feature suggests that geometrical and/or 
topological descriptors should perform well.   
 
3.4 Composition, Transition and Distribution Descriptors  
 
Like the autocorrelation sets, the performance of the composition, transition and 
distribution (CTD) descriptors (Set D6) tend to fall in the middle when ranked, though 
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this set displayed more consistent results. CTD descriptors are often used in protein 
folding studies [267, 268] as they are good at representing the amino acid distribution 
patterns of a specific structural or physicochemical property along a protein or peptide 
sequence [139, 178], though they have also shown good results in protein functional 
prediction [7, 8, 140, 181]. It is also noted that Set D6 showed better performance in the 
lipid synthesis proteins and transporter TC 8.A datasets, both of which contain distinctive 
functional groups; lipid synthesis proteins are highly polar [246] while TC 8.A proteins 
are auxiliary transport proteins that have to bind to a diverse range substrates that include 
complex polysaccharides (TC 8.A.3) and sugars (TC 8.A.7) as well as metal ions (TC 
8.A.11) [258].    
  
3.5 Quasi Sequence Order and Pseudo Amino Acid Descriptors   
 
Interestingly, though the combination sets D7 and D8 are similar, with the exception of 
lipid synthesis proteins, Set D8 always outperforms Set D7. In fact, while Set D8 is one 
of the top performers in this study, Set D7 ranks as one of the worst. The quasi sequence 
order descriptors (Set D7) were first proposed by Chou in 2000 [142] and takes in 
account both the amino acid composition as well as the effect of sequence order; 
subsequently, pseudo amino acid composition descriptors (Set D8) were introduced as an 
improvement upon the quasi sequence order descriptors. The basic method to extract 
composition and sequence order information from sequence remains the same, but the 
definition of pseudo amino acid composition can introduce more correlation factors of 
physicochemical effects [204]. Chou [142] found that the newer pseudo amino acid 
3   Evaluation & Discussion        81 
descriptors improved prediction accuracy of nine membrane protein locations by about 
15%, twelve subcellular locations by about 5% and five types of membrane proteins by 
about 5%. Though the type of information used is largely the same in both descriptor-
sets, it is noteworthy that it is the difference in autocorrelation algorithms can lead to 
significantly different prediction results.  
 
3.6 Entire Descriptor Set  
 
Obviously, the inclusion of all descriptors is inefficient and computationally expensive, 
but more importantly, it was found that using all of the descriptor-sets (Set D10) 
generally, but not always, gives the best result. This is consistent with the findings on the 
use of molecular descriptors for predicting compounds of specific properties [160, 161], 
as well as studies on the use of feature selection methods [148, 269, 270]. For instance, 
Xue et al. found that feature selection methods are capable of reducing the noise 
generated by the use of overlapping and redundant molecular descriptors, and in some 
cases, improving the accuracy of SVM classification of pharmacokinetic behaviour of 
chemical agents [162]. The use of all available descriptors likely results in the inclusion 
of partially redundant information, some of which may to some extent become noise that 
interferes with the prediction results or obscures relevant information. In our study, for 
example, the three autocorrelation descriptor-sets (Sets D3, D4 and D5) all utilize the 
same physicochemical properties, only differing in the correlation algorithm. Amino acid 
composition information is also repeated in Sets D1, D7, D8 and D9. Based on the 
observation from this study as well as results of previous studies [148, 162, 269, 270], it 
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is possible that feature selection methods may be helpful in selecting the optimal set of 
descriptors to improve prediction accuracy in addition to computing efficiency for 
predicting protein functional families.  
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4 CONCLUSIONS AND FUTURE WORK 
 
 This last section summarizes the results of this work (Sec. 4.1) and its 
contribution towards the problem of protein functional prediction (Sec. 4.2). Caveats are 




In this study, the efficacy of ten protein descriptor-sets in six protein functional family 
prediction using SVM was evaluated. Corroborating with previous work done on protein 
descriptors [135, 140, 180, 181, 203, 225, 271], it was found that the descriptor-sets 
evaluated in this work, which comprise some of the most commonly used descriptors, 
generally return good results and do not differ significantly. In particular, the use of 
combination descriptor-sets tends to give slightly better prediction performance than the 
use of individual descriptor-sets; moreover, the performance of pair-wise combination 
descriptor-sets were comparable to that of the entire combination of all descriptor-sets. 
This argues well for the use of a reduced descriptor-set. Lastly, descriptor-sets that utilize 
a combination of composition and sequence order or correlation information generally 
ranked well.  
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4.2 Contributions 
 
The ramifications of this work are two-fold — in the fields of protein functional 
prediction and machine learning, both of which will continue to grow in importance, 
particularly at this juncture in current research. The availability of entire genome 
sequences and high-throughput facilities makes the tasks of assigning functions to novel 
proteins one of the most pressing problems in the post-genomic era [272]. At the same 
time, the use of machine learning systems will similarly become more widespread as the 
volume of biological data grows rapidly and the data analysis required becomes more 
complex, resulting in problems that cannot be solved by classical programming 
techniques and necessitating the utilization of techniques that can deal with such problem 
domains. The search for reliable methods for assigning protein function is of paramount 
importance, and not only on the side of the computational biologists; laboratory biologists 
themselves remain divided over accuracy of functional annotations of genomes [44–48]. 
To this end, SVM is considered to be one such method and has in fact shown to be a 
robust learner for noisy and complex domains because of two key features: good 
generalization capability and kernel functions. This work explored one crucial component 




It should be noted that the performance of machine learning methods depends critically 
on a number of factors such as the quality of the training dataset (in particular example 
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diversity) and the machine learning method used. The datasets used in this work are not 
expected to be fully representative of all protein functional families; similarly, the 
descriptor-sets covered in this study comprise a limited subset of the descriptors 
available. Therefore, conclusions from this study might not be readily extended to other 
datasets or other descriptor-sets. 
 
4.4 Future Directions 
 
While there seems to be no preferred descriptor-set that could be utilized for all datasets 
as prediction results is highly dependent on datasets, the performance of protein 
classification may be enhanced by using established feature selection methods [271, 273]. 
Future work could look into the selection of optimal combinations of descriptors using 
such methods, or through combinations of the better performing descriptors.  
 
 Some of the descriptor-sets used in this work were highly similar, yet showed 
significantly different performances. For example, the combination sets D7, D8 and D9 
all make use of only amino acid composition and sequence order information, yet there 
was a clear trend in predictive performance (D8 > D9 > D7). The most obvious difference 
between these sets lies in the way they represent sequence order information, thus, 
investigating the exact difference(s) and the reason for its effect(s) could further help to 
focus subsequent work in either improving existing descriptors or designing new 
descriptors. Alternatively, the incorporation of appropriate sets of physicochemical 
4   Conclusion         86 
properties not covered by some of the existing descriptor-sets could also help improve 
performance.  
 
 In conclusion, while current descriptors in machine learning methods have shown 
good results in protein functional prediction studies, there are still a lot of potential 
research areas that remains to be explored.  
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